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-S-£/ci4-N (Ri o) -frbMIR-Z 
&L<i4-0-. -S-tfeli-N ( 



Qi 14, -A 2 = As *>L<i4-0-> 
K . T^T.yA Cl -e7;vWt, Ci-.7*W^ Ci 

W c -v V;v^;k c 2 - 7 7;v*^K d - . r^*^ Ci- 

; 7 ;v^y*^ mill 9 0»i4, -nr/M^ *I~r^™*£V^ 

4 v,^ tu-;v rij-^^, 7'J >K Afo7'J-JK ^y-nr 
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^l^ffS^X. . X 2 ***Xs , Xs «IFX, . fcfctfKj b2 4^X 5 

?(4, Ci - e 7;v*;k Cs - 9 ->^7M;k C 2 - 7 T»*-*. Ci - 7 7 
V Ci - a 7*****#^ Ci - a 7^^>*)V^K V 12. 

* ;V C7 a rU^J; d 1 a7>^vJv^. tfl±l 5«*>*li. «D** 

* Ci - e 7;v^y, t Kn^Ci - a 7* = *^ Ci - e 7*a*vCi - a 

I N N -yCi-.7W7^Ci-.7^A 75A C-eW 
t FWC> - e T^75A Ci - a 7*=**Ci - a T***7* 
/ 7 bci-. 7;^^75A vCi - a 7»75A (KfntvCi 
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lalZVrls. C,-.TW*r»A t Fa*>C,-.mmA c. 
,, L ,tw <K KD#->Ci - 6 T)V#JV) T5A « (Ci - 6 

c T- Vri\l: >rVy. Smtuc- . r***) t.a -jta ***+ 

T* 7 M (c,-.7W*'>Ci-. 7***) 7«A « (7? 7 Ci - 6 T 
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T.p ; i ; U ir ^ y) Ci - e r*****:!* (N, N-w ( * Fn *:I$ I 7, 
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K ?J*5no, *n*, J.7A F'J7W^^ -^K I'ZltZ 

VoS;v i*--* h^^n^^A^^nEWHy 
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"Iff C-X, **ttN**lK A 2 t 4C-X 2 A, ttC - Xa *fc 

?7 x xs . x 4 iiirxB *M*msL^ ^n^n^, c 
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as ^ *-<7>rfa-e«jUfs SU11248 (Sugen/Pfizer. 3- (tn-)V-2-^V^f ^ 
^ U-^FV* #lt»7^#P, 0 ) . PTK787 (No^rtis 

^I„ r r 7 D647 4 (AstraZeneca, *t'/'J >t***t*ft**^ #lr»9£« 
f cv * \ 6 ! 2 (Kizer -fVf 7^*t**tt*ft^ 1 0 
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[##^ik6] Kabb i n a v a r, F. fe, J. Clinical Onco 
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Expert Opinion Investigational Dings.** 
12«,«5 1-6 45, 2 0 0 3* . 

^TTFS'J^Sili-.-tiv: SH4. r ;!i.. T i 0 .VoV, 2 V 02 M 

1##fT^9] Glade-Bender, J . Kande 1, J. J. * * # 
u ■ t Firnert Opinion on j-J 1 o I o 

Yamashiro, D. J. ^xpert Up 2 0 0 3* 
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#S&iD!e> i o^JWKitU^ S (i i) : 
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Ai (iC-Xi £ fcliNTfct) ; 
Qi fi, - A 2 = A 3 i> L < (i-0-, - S - £fct±-N (Ri o) -^£>®^£ 
ft-S^T-nH^-cab "9;Q 2 {±. - A 4 =A 5 & L <f±-0-, - S -$ tzli-N ( 
Rio) -^^I^tiS^rnl^iJ ; fc«U Qi ^i^Qz ^ilWc^-x- njf; 

Rioll, 7XliJI^\ Ci - 6 TJl^JK aoCi - 6 7;i/^f;K Ci - 6 T)V*)\s1j 

ivi$~)i>ttz\tTV ; -i itiir 0 -;w±, ^nr>Hf-> Ci - e r;v^ 
i> J: < ; 

Xi , X 2 , Xs , X 4 ^ir/Xs li, ^tL-m®3:^ 7jc«HH\ t Fn^-A 

5/, 7v>V, ^T-vV, C i - e TJ^^-JUT 5 y\ S?C i - 6 7^*^7 5 >\ C 
i _ 6 7^^r^7^yV, y'Ci - e 7;^^7?yV, Ci - e T;V^;l/^T- vV „ 
yCi - 6 T^^r^^T-vV. Ci-e 7;^;i/^^ Ci - 6 Tfr* )VX)V*^ Ci 

- e r )v^)vx)v^ — )v^ Ci - 6 r;v^r;v^^.^y , y'Ci - e t;^^;^*^*^, c 
j _ 6 t;v^;k c i - 6 r;vnc3f c 3 - 9 y^nri^/K c 3 - 9 y^nrjw 
C 2 - 7 7;v^~;K c 2 - 7 t;v^-;k Ci - 6 7;v j f-;v#;v#-;k Ci - 

u r v - £ zf-> t / bMiRZ ti% 1 £ fctt^iftJSLhofigiakkiJ: ijfi:&$*t"tv*-c 
&J:v>) , 7'J-;v, 7'J-;vt^y, 7 1 J-;v*;v*-;i'^ ^-rn7'J-;K ^y-ur 
'j-;^^yi3J:y ! Xfn7 i ;-;v*;v*-JV (K±6^^li, 1 £ tzii^ixPl±(D^ 
uy>m^ Ci - 6 7;v^fjv, Ci - e 7;!/nipyi:j:^tl§titv^TUvO frb 

Sfzlt, Xi *3iU ? X 2 . X 2 jSi^Xs > X 3 *5ilFX 4 , ^^'CX4 isXVXs 

YIZ, Ci - e ta^K c 3 - 9 ^n7;i^;K C 2 - 7 7;i"7--;K C 2 - 7 7 
;V^;K Ci - e 7;i/^r JW# Ci - 6 7;V3Jfy*;i/#-jV, 7V-;V*^ 

^707']-;^^^^ 7 V — ;v^-^v*;vjf?^. ;k Afnr'J-W + y 
#fl/sJ?:=./U\ Ci - 6 7;Vn^->, C 2 - 7 7;V^-=-;V^ d r-> > C 2 - 7 7^^-^^^ 

Ci - e 7;v^;vf-^-, Ci - e 7;v^;v^.;v*-;v |£Lt 1 5m<vMte, Mfiatfc 

tBSE#2 005-3012147 
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KztL^Tun* * * tr«wn t it tt***n s - 1 Jt - f * ^ - * £ £ K n f 

ait C - e TWtVCi- . 7;V = *->- T5/C. - . T*a+v. . H-C. 
,T*W?^C, - 6 7*=>*V. N, N-9Ci - 6 7»-»T^C, - . 7 
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©ft********** ^ * *\ *» L < l±**.fc©WJ:»»S*^ ******** 
[0 0 14] 

rfc&EOSfcfcaffiMfc** 1 '^ K CD *• 
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(I) 



' rU^rcT- ?r*i****=* tail se^Stt. «n* J 
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riiiv rHcn « t* = *v, n-c, - . m*ryc,- . r j=* 
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[ft 4] 

H 
N 

O 
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[0 0 17] 

*^Ogti<^f!lM^itt{f> ±135$ (I) fc*SV**C, Zi)K fcmm?, Ci - e 7;v^r 
;K Cs - 9 v^nr^JK t Fn^yCi - 6 7;^^ Fo^yC i - e r;vn 
^fyC i - 6 T)V*)i>, C i - e 7^3^r'>Ci - e t;v^;K y7;Ci - e 7;V3^ 
„ li'JyJVCi - e 7J^JK yk Fn^yCi - 6 7iV + ;K h U ti Fn^fvCi - 6 
T/l^JK ^E;i/* y C i - e T^/K (N, N- y'C i - e 7^*^75 /) Ci- 
6 TJl^/Wifcti (N, N-fcf* (t Fn^yCi - 6 T)V*)V) 7^/) C l - 6 7;V 
-hfa^ (I) *fctt5*; (I I) «»tfcli^7DF577, £ L < tt 

;K .x.^;K y^aynt^K vy- n^>"^;v\ 2-tFn+yxfjK 2- (2 -UK 
n^i/^F^v) jc^;^ 2 - * F * ->.x^;K 2-y7/if)K 4 - tf U v^yy* f-;v 
» 1-^ F^yyF-2-^;v, 2, 3-ytFnJry7"n7-l-^;K 1, 3-yt 
Fn^y-2-k Fn^y^f ;V7°n7'- 2 2 -^V* >j J if^, 1-tFn 
Jfy7"n7°-2-^iK l-l:Kn*»>-3-^f^t-2-'f^ 2- (N, 
^f;V7?y) if-JK 2- (N, N-fcT* + 75/) 

[0 0 18] 

/, Ci - e 7;v ;3 r;K adCi - e 7;i^;k C2 - 7 7;v-5 r ~;K C2 - 7 7;v^r- 
;K Ci - e 7;V3^->, C3 - 9 y^n7;H;vCi - e r^n*^, C2 - 7 7;v^r 

0F77 ?\ & l < ii-tfih v>3m±w& ztLoz m.i>m& %ti& 0 zzx\ y © 

izit^ y-nn, /nt, v7/> /f-JK MJ7Mn^f^, n-T'ntfjv, 
i-7°ntf;K j.^^;v, /F^rv, b'j7;vtn^ f^y, y^n^niijv^ F^y, 
2 -7-f-y- 1 -^Vt^-A J fcJi 2-^nnx F ti£o 
[0 0 19] 

#*W<0$&KSll<?>Hffi£J:*U^ ±IS^ (I) £i3V>T\ Ai liC-Xi ifcliNT 
*«K A 2 t±C-X 2 ^liNtl)!), As ttC-Xs *fcf±NT?*?K A 4 iiC-X 4 
£fcliNTifc»K As JiC-Xs SfcttNT?*!? ; 

Xi, X 2 , Xs > X 4 *J:tTXB #\ ^ft-W&filfc, 7}cgSJIT-> c 
! _ 6 T;V^;K Ci - 6 7/Vn^-A adCi - e TJV^JK ^dCi - 6 T)V=i^--y 
* tiitC 1 - 6 TMm^^aiiSil ; 4 fctt, Xi fei^X 2 , X2*5*O f Xs. 

•C, y^n^y^i, ^V-tr^^t fcfy^SS. H°V5v>Si, 1 

, 1, 3—7t^V7>t> tfn-;i/^ ? y-y'-JUt, f77- 

MilM^tL^ ifc««StL*o X1.X2.X3, X 4 43^^X5 

tt, TkfStH^ y-nn, /^;k -x^;K t-7^;K i-7°ntf;v 

, / f^'A i-^n^y, hij7^tn^f;v, F y 7 n / F * vis J; LF/ 
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i^^U^o^m^i^ Jt»«)^**fett*2^«« will 
imnfzilx r-n^>ra ^ ^«nr^ 3 ** jrf * 

* 7 2 - 7 + - *> - * * 3 " * * ~ » * fc ' * * * i% * ° 

^Vt J-it^nV/. 2 ->f*^V*V. l-"t»"n*v. 
f-;v^\*->, *ilK2-i**7 - r= 1 f->*^* ! ** 1 ' , -*° 

«Sk*vC rr-J-W ttt, C.-n 3MHWMfc****«*U #U«, 7 
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H^H^^rAOT: ass 

o 

if * if*** S *»•* o 

\-**»*+»+** 
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T?A 5*1**0 

^>££ e,V-,K 

l¥£'»\ 5^*, 

if#^£*L& 0 

[0 0 3 8] 1 >n r;v^^;vfl5^fc LtgfeCtib 

"t" ^ O 

[0 0 3 91 vn t-n +*vi y a rn> i^S£^» L 

rci - • r;v*;v#;w^;vj , TvCi - « Tit****** 
J ffiliE#2 0 0 5 - 3 0 1 2 1 4 7 
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o 

[0 0 4 3] 7) , 7iV3^«atK^i^: 

USttU -«HC (NH) N H (C 1 - 6 T*+*) 4tt*b. 

I 0 0 4 6 1 • . , I v /+ ^-r 7* (-NH C (N 

— NH C (NH) N (Ci - e r;v^r;v) 2 *fc*#tf« 
1° 0 4 71 s-h n+ T5y;*(-C (NH) NH 

, f r assizer? : 7 ri% i^imtuL 

-C (NH) N (Ci - 6 7***) 2 *if«r^tro 

1 0 0 4 8 1 >t+ r-C(0)NH-0Hj^ 
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»*+*. *»*ik*v>-c rKKn+vr**^*! fc'*- r-c ( nh) nh- 
ohj ztzitfD^mnvfZ^-f&o 

p 0 (o-Ci-e TJV^;v) 2 J &*i*i"*o 

r*****i ^ r-so 2 ohj *****- 
r-so 2 o-ci - e r;v^r;vj ***-*-*«, 



[0052] Ay rru-^*^*—^ - ^ 

tHf*^ r %i;^rVc, r - c :-TUt;is:;:i: Wr.'j 

' "Kn^Ci- e Ci - e 7^*vCi ~ * 7 *%*7c'* \ T 

T J. ex (T*Wd- e 7***) T ^ ^ Z// 
' ^ , T5 y; n 6 7JV^V7vyA yCi - 6 7^^/> 

;v*;v) 7^ 7.w ; -Ci-.J yci-.r^wr^A ->ta * 

*sit^ *> ^r^*»* i * ^^^^^ * 

***** ffi!iE#2 0 0 5-3 0 1 2 1 4 7 
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Jfe&O&Ji. ®!xJ4, 1-5, iff* L< i4 1 ~ 3 -cab -So 
[0 0 5 4] 

*3&Wlz&w-& > rCi - e T)V*)V\ is £tf TCs - 9 '>?dtwJ 14, 

SS (if^fnfjli, C i - 6 T^/K t Kn^yCi - 6 T ;v^f ^is 4 ?7C i - e 

v>t£ 4v>) , ADy^ N t Kn^i/, Ci-e 7;vn3rv, K Ko^vC i - s T 
)V3^y, Ci - e 7A'3*->Ci - 6 TJVnfy, 7?;Ci - e TJV^^y, N-C 
! _ 6 7)V^r)V7^ / Ci - 6 7JV3^r->, N, N-/C 1 - 6 7> + ^7 5 ^Ci - 6 

7;i^^>, 7 5 7, c i - e 7;^^ 7 5 7 , t Fn^yc i - 6 7;v ; ¥;v75 7 , C 

! _ 6 7JV3*yCi - 5 7iV^rJV7 5 A 75/Ci- 6 7^7 5^, vCi - 6 
7^^7 5;, t?7, (H Kn+vCi - e T)V*)V) 7 5 7, tf* (Ci-e 7*3^ 
yCi-6 7;V^r;v) 75 7, fcf* (7?7Ci-6 7;V3p;V) 75 7, v7 7, #;v*f 

^v;k Ci - 6 7;v=i d r v^vsK-jk 7'j-w* , /*Ji'#-X', *t,*7, Ci - 

6 T;V^r;V*X*y , vCi - e 7A'4fA'*^*>', x;v* fcti C 1 - e 

3fe©»{4lMfc^*j6±flSt»)^**^:»c-C*o*CJ:v>o Sm*^ifc(±, 1-5, 
Iff L<(il~3 "C**o 
[0 0 5 5] 

^H^^jstt^, TCi - 6 r;v^;vj , rCi - e 7^^r^^;^#-;vj , l~i £tz 

4&3fPt^:tt^tS^J3~7JI^Tn3at % Anfyg^ t Kn*y, Ci-e 7;v^v, 
Kn^yCi - e 7;i/3dfy, C i - 6 7;V3^yCi - 6 7JV3^y, 75 7 C 1 - 

6 7JVn^-7 N-Ci - 6 7M^7^Ci - & 7JV=r^v, N, N-i^Ci - 6 7 
;V^-;VC i - 6 7;i'3dfv, 75 7, Ci-« 7;v^;V75 7, Fn^yCi - e 7;V 
^r;V7 5 7, C i - e 7^3*^01 - 6 7;V^rJV7 57, 75 7 C i - 6 T)V*)l>T 5 

7 , y*C i - e 7;i/3r;t/7 5 7, If * (t Fn^fyCi - 6 7W) 75 7, If* (C 
! _ 6 7JV3?^ ->c l _ 6 YfrZ-fl') T 5 7, ^7 (T5 7 C i - e 7;V*;V) 757, 
v77, #;i^>>-;k C i - e 7^3Jfy*ji/^;K 7'J-i^^y*^*-^ * 
t.*7, Ci - 6 7;v^;v*7*7, vCi - 6 7;i^;v*7,,77, 7,;V*>M, $7^(4 
Ci - 6 T^*)i<X)i'*frbmM-£iiZ> 1 ifcli**UJl.htf>flHfc*KJ: *?tt3&£*vrv*T 

if, 1-5, ffiUUl~3t**o 
[0 0 5 6] 

[0 0 5 7] 
[ft 5] 




(4, «xtfJ^T^^J:^*3f#iyit*««*^W*#Jfe^xn5|Ufe*^ : 
[0 0 5 8] 

ffifSE# 2005-3012147 




[0 0 5 9] 
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x 3 



N 



X,-/ V-x, 




N 






^ i tit, jut****. a*<t**w* «aa> ^ 



[0 0 6 2] 
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^-v: 16/ 



tlf^-ci^-NH-c (o) -x^M^mit, 

[0 0 6 3 ] 

Mjt^fe 1 



[0 0 6 4] 
lit 8] 



XX + 



(1-1-A) 



(1-1-B) 



-LG 7 5H<b 



Xa 2 
Xa 3 ' 



Xa4 



(1-1-C) 



^LG 



Xfi2 




(1-1-D) 



- h 'J 




ii4 



(1-1-E) 




[0 0 6 5] 

ffifE# 2005-3012147 
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I™ - t^ii i^ttwiU Iran itt***T 5 nu ttN N 
* £ * * ft a« *. a r * b - v y * * - i- 'J * - * fc « * * 6 * * tf * " 



I O 



[0 0 6 7] 



^ ii i 9 ^8^-^88 1943) . tJ. McQ 

HTOrg. Sy»- 0.11. vol. 2 B8b smSro#eT . BISK 

T?9 8 ? o 4 f) 4 w*.f(,k. m!>i:s««)*ft*afia« '"Ctrl 5 

RiSittlsTo^fePJS OBBtW. WSMEBftl OWftlOO 
°C <£> SKf it^b^o 

v.v. v. ;s«.v,'^«.v .WW- 5 1 « . -» 

rSmith and March, Ma.rcn s u v o n n 

Chemistry" (»5)E. John Wi ley & Sons 2 0 0 1) 
J *iVMi [Richard C. Larock, C o m p r e h e n s ve J 0 rga 
n Tc Transformations (VCH Publishers, Inc. 
9 8 9) J lwflB*O^CJ: iJUJfeL^o 
[0 0 7 0] 
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1 - 2 
[0 0 7 1 ] 




(1-2-D) (1-2-E) 





(IfI2 +M3) 

75 Fitm Xa 2 




Xa 4 



(1-2-C) C- 2 - E ) 

i) ******* xx , x 2 , xs , x 4 . x 5 , ***™**f M **&?r* 

„ tert-:/^K JjfcifOCi - 6 7fl'*n'&*&to 
[0 0 7 2] 

C o r e y E- J . : S zek e 1 y I . I S ^«W 

C. S. Tetrahedron Let J . ' , V F ■ Holde 

TjMDmm-r*** Bryan, D. B. . Hall, R. F . , Hoi 

n K. G. Fuffman.W. F. 



G 1 e a s o n, J . G. J . Am. Che 
miE# 2005-3012147 



#M 2003-434565 



^-v: 19/ 



*«t»jft©i««BB-C, »* L < 8 0 TC~ 1 0 0 T^**o 
[0 0 7 3 ] 

-vyl ^f7)VtO«7T-f (PyBrOP) , 1 

-'(V !^JvT^?ne;V) ***V>fSK (EDO I ; (-^JTV- 

^**v) >yt'uUyV-^*-^=^7;Vtn^77-f (PyBOP 

l,r/-i (HOB t ) , IttV (N-^^^^-f^^U? S"*K V ^v^n2 
TtJjut 1 [5. 4. 0] (D B U) ^ 

< ?± * n n ^ > i > * if n y XfclSMt**, « * *T * > > * fc<7) *" h ' \ * *; tt "T 
o°c~i 8 0°c«EM^ ntffi, **v>»iiniffiTt?tr*3tLSo 

[0 0 7 6] 

1 ~ 3 
[0 0 7 7] 



miE# 2005-3012147 



mU 2003-434565 



^-v I 20/ 




(1-3-D) 

Y9 x , X4 xb, Yis itFZ(±, ^ (i) M^ratt^^j 3 

r^,^^X X 2 X \" ^ m^D^tU 4*: 
[0 0 7 8] 



[0 0 7 9] 

2 - 2 * J: 2 - 3 fc^l"* tfe K * - * - ^ § * ° 

[0 0 8 0] 
^ifrlTfe 2 - 1 
[0 0 8 1 ] 
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21/ 





(2-1-F) 



x 3 x 4 x 5 , y £ x v z a > * (i) * ^ f ^* * , 
) *^*x t , x 2 . Xs . x 4 , x. , 

[0 0 8 2 ] 

xfii , „ fl „ /„ i b\ ^B^xai^-^-*^ ^ K * "5 - 

B i^S^>«*# (2-1-C) t"!*"^"-,^^" 
^ n* ft /^v/nl!;V7 5K .jf^AW^f^vy7yK n - 7 ?- ;v V 

^ ! H %% 1 r = K*U«iki».f * *u * * l < «** w - > » > ^ 1 1 * 

[0 0 8 3] 

{±ifiE#2 005-3012147 
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^-v: 22/ 



m&MM 2-2 

[0 0 8 51 

mi 2] 

Xai 



Xa2- 
Xa 3 ' 



I1 1 Xa 2 



or 



Xa 4 
(2-2-A) 



( 2-2-B ) 




(2-2-C) 



OR H 2 




184 



( 2-2-D) 



( 2-2-E ) 




(2-2-F) 





(Xfi2 +M3) 



Xa 3 ' 



(2-2-C) (2-2-E) 

x , V, X 4 X 5 . Y&XVZte, 5* (I) M^T^*£*L^fcj3 
Xai, Xa 2 , Xas > Xa4 , Xas , Yi fci^Zi ^ ^ 

I) *saifc*»*Xi , X 2 , Xs , X4 . Xs , Y^WZtMt^U H 

tert-W/K ftirod - 6 r;v#;v^^^i-o wiio, o' 

5£* S 5 , * * * i * A 7 * =■ **<^**fi~Hfc Htv»ttJ:v». 
[0 0 8 6] 

uat^ 2 - i xfi i ^m^k t mfoz>&& iiffltK^i.'?*. 

2005-3012147 
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[0 0 8 7] 
[0 0 8 8] 

w&-xm 2-3 

[0 0 8 9] 

Hb l 3 ] 



Xa 4 
(2-3-A) 

X«2 




( 2-3-B ) 



( 2-3-C ) 



JBM£H> _ 




S:* Xi > x 2 

«9 "Cab •) , X a i 



Xs 
X a 2 



I) tf>5fe&lw*3ttatpXi 



( 2-3-D ) 

Xaf! Xa 4l Xa 5 , Y^tFZx tt**iW, * ( 

x 2 xs > x 4 , x 5 . Y&zvz trntzmtf^ * 

[0 0 9 0] 
[0 0 9 1 ] 

SL/:g«ft«-iI^ WW. 

mSE# 2005-3012147 
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/7fc . //aiitjf -r.+ v-f-*-r — % y7^fVt"7- (vX^C^ h "7 ✓ Tail! 



o 

&2U 

*55 JSSiSsk »d», «»». *«p» ( »» rt «- ss 5'?*;SI f V 



i-^wk MM. . **** « M 



" m«E#2 0 0 5 -3 0 1 2 1 4 7 



#02 0 0 3 -4 3 4 5 6 5 ^ ^ 25/ 

mlmditLx^ ******* ^* 

[»#!!] 

* L M^S?5wi*JBOLttilJNM-EX2 7 0 (2 7 0MH,) **v.ttWtti 

5£5 ; ? J r- wt X* r s ttS 9 9 6 - 6 0 0 " ^ J 

J-S ftU^n^ (mi c r oma s sttHZMD) **v>l±Ag i 1 e n t 

Techno i e s ttfcA g i _e n } tfflv ,^ 0 ffjftft 

[0 10 7] 

it:WatersttS996-600E; 

• Comb i ODS (ODS, 5^m, 4. 6 mm I . D. x5 0mm, W7B 

ffilE#2 005-3012147 
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^-^1 26/ 



illtttl) N COSMOS I L (ODS, 5 M m, 4. 6 mm I . D. x 5 0 mm, 
t*7^f^^|il) , *4v»ttlnertsi 1 C 1 8 (ODS, 5 ^m, 4. 6m 
ml. D. x5 0mm, GLf'fx>xttI) ; 

: 0. 0 1 % h U 7Jl/*nftHIS:-g-^ri- (A) RVO. 0 1%h'J7;i/to 
»*#^1-^T^ h- b (B) ; 

^fflfe : 1 0 % B h 9 5 % B ( 3 . 5 ft) „ 9 5 % B ^ <b 1 0 % B ( 1 5") > 1 0 % 

b-c«# (o. 55-) wry yyw x*»«^BB»ffl ; 

9E& : 4 . 0 m L /ft 
[0108] 

: W a t e r s tt® 996-600E; 

*7A:Comb i ODS (ODS, 5 jm m, 4. 6 mm I . D. x 5 0 mm, 3fo3t 
iKilittfi) , COSMOS I L (ODS, 5 M m, 4. 6 mm I . D. x5 0mm, 
-til JJTXPttU) , *4V>liInerts i 1 C18 (ODS, 5 ^ m, 4. 6m 
ml. D. x5 0mm, GLt^fiV^ttS) ) ; 

TOtl:o. o l%f , J7^*nftS6^*t4* (A) M0. 0l%h'J7;vtn 
TOMt^T-feb-b'DV (B) ; 

»: 3 0%B*?>3 5%B (0. 2 5-) , 35%Bj&*&98%B (3. 3 ft , 9 
8%B*f)3 0%B (1550 „ 3 0%Btffi# (0. 5ft <DX T v 7" 7 A Xfc«FJft4gE 

; 

'ijfEM : 4 . 0 m L /^o 
[0 10 9] 

HIM n?^77^^ft3 

^fi :Agi 1 ent Technologies tt^ A gi lent 110 0; 

*7A:Comb i ODS (ODS, 5 jul m, 4. 6 mm I . D. x 5 0 mm, fP^a 
illfl±t) „ COSMOS I L (ODS, 5fim, 4. 6 mm I . D. x5 0mm, 
tiJ 9 4 y-^^nM) , *4V>liInertsi 1 C 1 8 (ODS, 5/rni, 4. 6 m 
ml. D. x5 0mm, GLt-f iV^ttl) ; 

#»ffl:0. 0 1% b V 7^^-nftHIS:^i-**. (A) SIT0. 0 1%f'J7^n 
»i^Mt^7^f-f , J;i' (B) ; 

itffift : 10%B*fc95%B (3. 5 5") , 9 5%Btft (150 , 95%B*6 
10%B (0. 5ft <D^T v ~?V4 X4»S4gBB«Ftti ; 
: 2 . 0 m L /5*o 
[0 110] 

.'Agilent Technologies ttlfc A g i 1 e n t 110 0; 

Comb i ODS (ODS, 5 p. m, 4. 6 mm I . D. x 5 0 mm, fD* 
#ft*I*tt«) . COSMOS I L (ODS, 5/*m, 4. 6 mm I . D. x5 0mm, 
t*5^f r-^^ttm) > i^Milnertsi 1 C18 (ODS, 5//m, 4. 6m 
ml. D. x5 0mm, G L J. >^t±$i) ; 

fW: 0. 0 1%h'J7^tnSSE^tf5* (A) RlTO. 0 1%h'J7;Vtn 
ft»***ftS7*h-bV^ (B) ; 

30%B*^98%B (3. 5 5-). 9 8%B^ (1^) , 9 8%Btf>k 
3 0%B (0. 5 5-) 7 77^X£}#$££j@Sv&£a ; 

iHC jfi : 2 . 0 m L /ft 0 
[0111] 

Water s tt® 9 9 6 - 6 0 0 E^SESlt#^D^ F^77>f ^ n 

(mi c r oma s stilZMD) Hi &'fb#*^»»l±£JLTO*frT?> K*5-#rft 

[0 112] 

ffi|E# 2005-3012147 
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27/ 



*7A:Combi ODS (ODS, 5 ^ m, 2 8 mm I . D. x5 0 mm, ffijtm 

mumnm) ; 

: 0. 0 1 % h V 7;v*n@tM^^1-*7X (A) S^O. 0 1%h'J7)Vtn 
mWZ^IrZT* Y=- h V iv (B) ; 

?#ffift : 10%Bt§# (0. 5«-) , 10%B^f)95%B (7. 5 5x) , 9 5%Bt 
(0. 5 5") , 95%B^«bl0%B (1. 5 5*) x y 7*7 X4#ftE^iE»ffl 

J 

i?iLi£ I 3 5 m L /%o 
[0113] 

mW I W a t e r s tt$J 996-600E; 

*7A:Comb i ODS (ODS, 5 ^ m, 4. 6 mm I . D. x 5 0 mm, fPjfe 
MIHttSD „ COSMOS I L (ODS, 5/im, 4. 6 mm I . D. x 5 0 mm, 
■f Ji^Hr-TstnU) , *Sv»liInertsi 1 C 1 8 (ODS, 5 ^ m, 4. 6m 
ml. D. x5 0mm, GLt^^V^ttl) ; 

IWMBIO. 0 1 % h V 7/u*n^afc=Sr-ft--S > i-i)^c (A) ifttfo . 0 1%F'J7;i/tn 
SK^tST-th-bVA' (B) ; 

» tHj* : l%B*e>95%B (3. 5^-) „ 9 5%B/5^1%B (15") > l%BTfiL 
W (0. 5 5-) OXfy^-fX^iWffl; 
3KS : 4 . 0 m L /5-o 

[0 114] 

f£> tufB«m*iiF£*L/Co J:^M*^i±, 09x.tf. [Greene 

andWuts, "Protective Groups in Organic Syt 
hesis" (£2 JR, JohnWiley & Sons 1991)] irfB^O^ 

[0 115] 

1 - 1 - 1 ] 

3 — N— (4-7Qn7x^) -4-^ h^y^77^7? K (^fe 1 - 1 - 1 ) 

[0 116] 
[ft!4] 




ISA 

5-7D^-2-^ b ^ f-^omM (CAS^W-f- : 7 12 0-41-4 

) 

[0 117] 
[<t 1 5 ] 
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5-7'n^-2-t Fn^y^ifi2 5 g t^g|*U 0 g*T* ^3 0 0m 

uzmnztto z<vmmmzmwiP*i~^2 smL^m^, miiti 9si»l 

0 OmLtilllLfco £<7?i#i&K3 0 0 m L ^7jt£jra£, fc^SSLfc^ 7k*i±fffc 

Z> ^m^^£MJ±Tli*U 5 -7*o^ - 2 -j* h^rv^t#m 
^ ^;V3 0 g fc?#fc 0 
[0 118] 

1 H-NMR (400 MHz, CDCls) <5 3 . 89 (3 H, s) , 6. 87 (1H 
, d, J = 8. 8Hz), 7. 55 (1H, dd, J = 8. 8Hz, 2. 9Hz), 7. 
90 (1H, d, J = 2 . 9Hz) 0 
[0 119] 

ESI (LC/MS#yr^7^-F) m/z 245. 247 (M + H + ) ; #J#B# 
RSI 3. (iiSMf^ n v b^?7^ -c^^ 1) 0 

5 -7'D^-N- 2 F^yfelfMl (CAS^«#^ : 2476-35-9) 
[0 12 0] 



lit 16] 

I 




XfIA"C#^tL/c 5 -7D^-N- 2 h^^MfM^JH 4. 7 g£^7- 
;V 1 0 0 mL KfeMLfZo ZO&foK 2 0 %*BI'ffc* 0 ? A7to#$[£ 4 0 mLflnx. 8 0 

2 mmmwLtzo o m^sp l/c^. mmm. 1 1 mL^^^ P h *m 3 n 

2-^f^y$ifil0. 9g (8 5%) 
[0121] 

1 H-NMR (4 0 0MH z, DMSO-de) 83. 81 (3H, s), 7. 11 ( 
1H, d, J = 9. 0Hz), 7. 67 (1H, dd, J = 9. 0Hz, 2. 6Hz), 
7. 72 (1H, d, J = 2. 6Hz), 12. 94 (1H, bs)o 
[0 12 2] 

ESI (LC/MS^yf^t-F) m/z 2 3 1 , 2 3 3 (M+H + ) ,M£#R# 
K 2. 6 6 5- ®»^nv h^57-f -<7>^#1) Q 
IgC 

(4-^nn7i-*) - 2 > ^y^>X7 5 KOpfi 

[0 12 3] 

[ft 1 7 ] 




XflB-etfetLT'i 5 -7*n^-N- 2 F^^Iff 2 0 g<hN, N-v^^* 
5 K0. 3 4mL^i?^DD^3'y3 8 0mLCiSU OtK^Lfco i©if 
tC-Mt^ft'J^l 1. 3mL*^Li*oJp£ % 0 °C 3 0 £-#9$ L tzWiMWL'Tr 3 B# 

f±SSE# 2005-3012147 
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Klnu* (4 0 0MHz, CDC.,)... 06 UH ■ > . 
d, J=8. 8Hz) , 7. 33 (2H, d , J = 8 . 8H.) , 7. 59 UH, a 
d J =8. 8Hz, 2. 9 Hz) , 7. 6 1 (2H d, J =8. 8 Hz) , 8. 3 9 
(1H d, 1 = 2. 9Hz) , 9. 70 (1H, b s) . 

^s'iaC/MS^^^-K) »/. 34 0. 3 4 2 <M + H+) ; «»* 
HQ 3. 4 9^(«#^- 7 ^^ 7 ^ Wi#2) ° 



[0 12 6] 

i 8 ] 



O 

.H. 




CN 

' I ™% ( rz) oM r^^ H :V^=8 5 8 ( H^, s v. 7 6 o l ( 4 2H ( ^ 

' ?'.J"Sh.) . V. 7 9 (1 H, d d, J-8. 8Hz, 2. 4Hz) , 8. 5 8 
(1 H, d, J = 2. 4Hz) , 9. 5 3 (1H, b s) . 

ESI (EUsm^-D m/z 2 8 7, 2 8 9 (M+H + ) ;«W 
H 3. 543- (jKi*«## nvt-^y 7 -f-«5*#l) • 
f?f_ (4 -#n D 7* = *) -4-^*WV7,??K («*• 1 - 1 - 1 ) 

[0 12 9] 
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[ft 1 9 ] 




o. 



ci 



.JO'S 



o 



.NH. 



IgDt#^/:5-y7/-N- (4 - ?uuy - 2 -* b * ->^>X7 5 

K 9 . 8 g fiW;Wt^fy K 8 0mLCi#L, tMS^^^P L£ 0 3 0 

WtiY>~ *) U 3 - N- (4-^nn7x^) - 4 b * W V 7 * y 

5 Fl 0. 3 g (9 9%) *#7t 0 



1 H-NMR (400 MHz, DMSO-de) 53. 92 (3H, s ) , 7. 24 ( 
1 H , d, J = 8 . 8 H z ) , 7. 29 ( 1 H , b s ) , 7. 40 (2H, d , J = 8 . 
8Hz), 7. 76 (2 H, d, J = 8. 8 H z) , 7. 97 (1H, bs), 8. 03 
(1H, dd, J = 8. 8Hz, 2. 2Hz), 8. 12 (1H, d, J = 2. 2Hz) 
, 10. 3 1 ( 1 H, s) o 



ESI (LC/MS^yr^t-F) m/z 3 0 5, 3 0 7 (M+H + ) ; ^#B# 
2. 9 1S-(Slf^nv^77^^frl) „ 

mmm i - 1 - 2 ] 

3-N- (4-^nn7xiji/) - 4 - 7 n 7$*-y4 y y ? y 5 K (Ak&tyB 1 - 1 - 2 
) ODSHi 



1 — 1 — 1 Xfl E "C# <o tt7t 3 — N — (4-^nn7x^i/) - 4 - > h^rW 
77^7? F (ft£-t> 1 - 1 - 1 ) 5 Omg^^nn^ ^ > 5mL^M-rf$-^, MWL 
fttfbO. le^^Ml^iy^no^^^lll. OmL^Sv^iftTL^o — B# 

0. 1 6^HMl5vf^^nn> ^ >i##i0. 7 mL^M?U-ciST Lt, 
$^i:30 ^« t o * to 5 0 m L T^ftf L 0 . 1 * ;V:tl@£o 

t^METliL/;o n^n&TttmL4 4 m g ^feS o i^^*>l Omg 

£ MM* V y A 9 m g £ N, N-^^f;^;VA75FlmL §-t/; 0 £ 

K3 7ft"7°ne;v3 ^ L*iBx.. 7 0 TCT? 1 H#IBJSfc# Lfc 0 M4t?^UfcEJ6»*S: 

I^@t-^f-;v5 omLtff l, m^7}cov^^fn^7ic-e^^L, ^jcsim^ h V 7A"C 

<e*Lfco ttBW-hUAfcfcSIILT, %»*«ffTilLfc. 3*SE*Wa ters!±l9 
9 6 - 6 0 0 E^BB"** nv 1-7*57^-^1 ifc^-f 7nv7; (m i c r o m a 
s s ttiZMD) ^fflv>tim fi"fe@#<Z>3-N- (4-7nn7i^) -4-7 
n^WV7^55K6mg (5 2%) £#fco 



1 H-NMR (4 0 0MHz, DMSO-de) <5 0 . 96 (3H, t, J = 7. 6H 



[0 13 0] 



[0131] 



[0 13 2] 
[ft 2 0 ] 




[0133] 
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Z ) 1. 7 4 - 1- 8 0 (2H, m) , 4. 1 1 (2H, t. J = 6. 2 H z ) 7 
22 (1H d J = 8. 8Hz) , 7. 30 (1H, bs) , 7 41 (2H d, J 

i 2 8. ( 8Hz 7. 76 (2H, d. J = 8. 8Hz , J'. 9 "' 1 *' ] l\ ' \ 

. 01 (1H, dd, J = 8. 8Hz, 2. 4Hz) . 8. 14 (1H, d. J ^.4 
Hz) 10. 3 0 (1 H, b s) o 

101341 - » -i^v / ,o, 335 (M+H + ) ;m#B# 

ID 3. 2 9^(»^ 7 ^ 97 ^^ 1)o 

-3) 

[0 13 5] 
[ft 2 1] 



CI 




^H-NMR (4 0 0MHz, DMSO-de) .4. 74 (2H. d J=4. 8H 
Z ) 5. 25 (1H. dd, 1 = 10. 8Hz, 1. 2Hz), 5. 41 UH , J 
J = 10 8 Hz, 1. 2Hz), 6. 0 2-6. 11 ( 1 H. m) . 7 2 3 ( 1 H 
j T-8 8Hz) 7. 3 2 (1H, b s) , 7. 4 1 (2H d, J-8. 8H 
z) ' 7 7 5 (2 h! d, J = 8. 8Hz) , 7 9 9 - 8 0 2 (2 H. m) . 8. 
1 1 (1H. d, J = 2. 0Hz) , 10. 3 6 (1H, b s) 0 

JSiaC/MS^-f^-K) m/. 3 3 1. 3 3 3 (M + H+) ; «»» 
ffi 3. 17f (W^" 7 ^ 97 ^^ 1 ^ 

3 _N_ (4-^nn7x-^) -4- (2-^^-r-^^^r^^ 

1 - 1 - 4 ) <£*Wi 
[0 13 8] 
[4b 2 2 ] 




4 -* 
[0 

1 H 
z) , 
7 0 ( 
. 5H 



1 - 1 

13 9] 

— NMR 
1.99 
1 H, d 
z , 6 . 



- 2 t W*«>*«n? 3 - N - ( 4 - * * " * - *0 



(2 7 0MHz, DMSO-de) *0. 93 ( H . t J-7. 6H 
-2. 09 (2H, m) , 4. 68 (2H, d, J = 5. 3Hz) , 5. 
t, J = 15. 5 H z , 5. 3Hz) , 5. 93 (1H, 
3Hz) , 7. 2 3 (1H, d, J = 8. 9Hz) , 7. 

ffilE#2 005-3012147 



d t , J = 1 5 
3 0 ( 1 H, b 



#12 0 0 3-4 3 4 5 6 5 ^ V \ 32/ 

„ An / q tt A t — o GHz) 7. 75 (2H, d , J = 8. 9Hz) 
.'V. 9 8- 8. ( 0 3'(2k, J ;), . HUH, d. 1-2. OH,). 10. 3 

«*^i;^tW» -3-H- («-»»«^*) -<V^**K (ft 
^ 1 - 1 - 5 ) <7>$W1 
[0 14 1] 
lit 2 3 ] 



CI 




w , 1-1-2 M^^»» 3 -^jf:^ n7i:i;v) 

^H-NMR (2 7 0MHz, DM S O - d a ) S 1 L 8 4 ( 3 H , d J = 2 3 H 
Z ) 4. 94 (2H, d, J = 2. 3Hz) , 7. 27 ( 1 H, d. J 8. 9 Hz; 

V q 9 M H bs) 7 41 (2 H, d, J = 8. 9Hz), 7. 7 5 (2 H 
d. J-8. ( 9H.). V: 98-8. 11 (2H, ») . 8 . 1 1 (1H. d. J = 2 

3 H z) , 10. 36 (1H, b s) o 

^ItiUsm.WF)./. 34 3. 3 4 5 (M + H + ) ; «*« 
HJ 3. 3 2^(W^' 7 ^^ 7 ^^ ftl)o 

4 [«««1-1-6] n _ (4 _^ nn ^^ ;v) ^ V7 , 93 K «fc**l-l-6 

) <dMM 

[0 14 4] 

Ufc 2 4 ] 



CI 




o 



^H-NMR (2 7 0MHz, DMSO-de) *0. 89 (3H, t J = 7. 4H 
z) 1 3 5 - 1. 4 9 (2 H, m) , 1. 6 8 - 1. 7 9 (2 H m) . .15 ( 
L , i r qw^ 7 24 (1 H, d, J = 8. 6Hz),7. 30UH 
2 HO 2 ( d ]= . 9Hz) 7. 75 (2H, d, ]=8. 9H 

'J V 98 H '. I 8. 01 (1H, dd J-8. 6 Hz, 2. 3Hz) 
8 . 14 (1H, d, J = 2. 3Hz) , 10. 28 (1H, bs) 0 
[0146] 

ffilE# 2005-3012147 



#M 2003-434565 



^-v! 33/ 



ESI (LC/MS^r.^-F) m/ z 3 4 7, 3 4 9 (M+H+) ; «** 

•s-w i - 1 - 7 ) rows 

[0 14 7] 
Ht2 5] 

ci- — ^ 




^H-NMR (2 7 0MHz, DMSO-de ) <^ 4. 0 4 (2 H, t,_J = 5 1H 
Z ) , 4. 4 7 (2H, t, J = 5. 1Hz) , 7 2 8 (1 H d, J -8. 9 Hz) 
, 7 3 4 ( 1 H, bs) , 7. 4 3 (2H d J=8. Hz) 7. 7 8 (2H 
d J = 8. 9Hz) , 8. 0 2 - 8. 0 6 (2 H, m) , 8 . 2 5 (1H, d, J 

^r(lc>MS^i^-K)° m / Z 3 5 3, 3 5 5 (M + H+) ; «**» 
3. 2S*««»^l'i'' 7< - 0 * #1) " 

&m i - i - 8 ) <dmt& 

[0 15 0] 
Mb 2 6] 

z s 



i l H-NMR (2 7 0MHz, DMSO-de) *0. 4 1 (2H dd J=9. 6 
xt / fiUz\ 0 5 4 - 0 6 0 (2 H, m) , 1. 2 4 - 1. 4 0 (1 H m 
f Z 4 0 ( H, a', i 6 9Hz) . 7. 2! (IE, d, J = 8 9H.) 
V. SO (1H, bs) , 7. 43 (2H d, .1-8. 9 H z) _ , 7 7 8 ( H, d 
J=8. 9Hz) , 8. 0 0 - 8. 0 3 (2 H, m) , 8. 23 (1H, d, J i. 
3Hz), 10. 3 5 ( 1 H, bs)o 
E 'siaC/MS*-^,^-K) m/z 3 4 5, 3 4 7 (M + H + ) I «»» 

m 3. 4 8» (sa»n7>??7<-»*ffi) » 

ffifE# 2005-3012147 



ijff f 2003-434565 



^-v? : 34/ 



) o« 

[0 15 3] 
[ft2 7] 




[0 15 4] 
[4k 2 8] 

F^F 



o=s=o 

6. 




NH, 



™ ^ ij. * JL, * oW K > 1; ^ ;v T 5 > 7 2 ft L 35LV N - 7 * - * t * ( > 

4 _^nn7x^W^^JV) - 7 x^r)V3 8mg (5 2%) 

^H-NMR (2 7 0MHz, DMSO-de ) 5 7.4 6 ( 2 H , d , J = 8 9H 
z) 7 7 0 - 7. 7 5 (4 H, m) , 8. 18 (1H, dd J-8 6Hz 2 

3Hz) , 8. 25 (1H, bs) , 8. 32 (1H, d, J = 2. 3Hz) , 10. 8 

8 ( 1 H, b s) o 

E l0 slaC/MSm^*-K) ffl /. 4 2 3, 4 2 5 (M+H+) ! «ft* 
m 3- 4 0^(»^ v >^7^©lftDo 

(4 -*nn 7 ^*) - 4 -xf^->fV7^5 K 1 - 1 - 9 

) OPS 

[0 15 7] 



mtiE#2 005-3012147 



#H 2003-434565 



^-v": 35/ 



Ht2 9] 



CI 





o o 

: |^ixf;v= i : 4) till, n-3 u ^ u y 

fajV-^V7^55F5mg (17%) 

i?! (LC/MS^r^^F) m/ Z 2 9 9, 3 0 1 (M+H + ), HO 
(M+CH 3 CN + H + ) ;-BMWW.2. 5 9^ tmuEflfcH- ✓ 

) o 

% i - 2 - i ) «il 

[0 16 0] 
[ft 3 0] 




[0 16 1] 
HK3 1] 




iiMLfcf, B»B ^-«W V^6»bfc 



#M 2003-434565 



>H-NMR (4 0 0MHz, CDCls) .1. 3 9 (3H t J = J r. 0 H z ) 
3 95 (3H s) , 4. 3 6 (2H, Q, J = 7 . 0 Hz) . 4. 6 6 ( H, s 

) 6 9 2 UH, d, J = 8. 3Hz) , 8. 03 (1H. dd. J-8. 3Hz, 

2. 1Hz) , 8. 0 5 (1H, d, J = 2. 1Hz) o 

101531 . , ^ /, 99Q 2 3 1 (M+H + ) ;VkWW 

ESI (LC/MS'fyf'f^-H m/z 2 2 9, i 5 1 uvi-rn 

HQ 2. 8 5^(«^^^'^^^ 2 )" 

f^>^v*;v^r-;v-2-^>^v^>v^-^^^^^ :/ ^^^ ,:7A = ^ n 
ij Foil 

[0 16 4] 
[ft 3 2] 




y ft?*ts 3gthiI^3 0mLK:*»U 1 00W6»W1I»U»0 Ck 

isiaUsm^^Kjm/, 3 3 3 (M+-C1) ;«**■! 1 

f?S-;V^V- 4 - * (CASliff 11 2 2 1 3 6 - 

0 3-2) 
[0 16 6] 
[<fc3 3] 




im«#L^o RJ&**tt4 OTJKHWtfe. 7K4 8mL^Dx, 3L* e 6 7 0#TO»Lf. 
h * JB/SfBk 1 -'?"*' 3 . 5 g (52%) *#^o 

^H-NMR (4 0 0MHz, CDCls) *1. 4 0 (3H. t . J = 7 . 1 H z ) 
4. 01 (3H, s) , 4. 37 (2H, Q . J = 7 1Hz) 7. 05 ( H d 
' J = 8. 8 Hz) , 8. 2 6 (1H, dd, J = 8 8 Hz, 2. 1Hz) , 8. 5 1 
(1H, d, J = 2. 1Hz) , 10. 46 (1H, s) o 

ESI aC/MSm.^K) m/z 2 0 9 (M + H*) 3. 

tBiE# 2005-3012147 
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^-v: 37/ 



08* (ifcifrifrB^nv ^*7 7^-##l) o 
[0 16 9] 

O O 

;V- 2 2 OmLt'J >BS— ^c^ff - ^'^^2. 9 g*. *2 OmLt t -7f^ 

A 7 . 4 g «r^Li* ojjnit, fO^fit? 1 f$m#*#L;fco 0 "CK^SPL^m 

, 1 ^^112 3 mLfcSDxJMtfcU i*L*ftBEJ-f-^t? 3 H^ffi Vfz Q *®Jf fcfctfn 

^fV7^;H l-xf;V5. lg (9 6%) 
[0 17 0] 

1 H-NMR (4 0 0MHz, CDCls) <? 1 . 40 (3H, t, 1 = 7. 0Hz) 
, 4. 15 (3 H, s) , 4. 39 (2 H, q, J = 7. 0 Hz) , 7. 12 (1H, d 
, J = 8. 8Hz), 8. 27 (1H, dd, J = 8. 8Hz, 2. 0Hz), 8. 84 
(1H, d, 1 = 2. 0Hz) o 
[0 1 7 1 ] 

ESI (LC/MS^y'f^t-F) m/z 2 2 5 (M + H + ) ; i%WWm 2. 
5 4* (*a*^D7h/5 7>f-<9*frl) o 
IgE 

li 

[0 17 2] 
[ft 3 5 ] 

W^A75K3/iL*y^nn^^yi0mLi:iSlSU 0 °C H <%*P L ^ 0 :«iti: 
-mft^^r^V £4>LToflnx- 0 °C"^2 0 $frat#L;fcfcfcSiftT? 1 6 l$m& 

^ L> 3mL^4-F'J7^tu^ >4f->r — V > 4 2mgtN, 

N-vM V7°n tf;V^^-;VT ^ > 1 2 3 L*V?uu* 9 y 2mL{:^HLfcItrt 

^D7^77^- (->'J*^5g) fc* 9 "^nn^ * >StFn-^^-9-> 1W1 % 
M^SMt LtIv>iIL, N — (4-HJ7JVtn^Jf^7i^^) -4-^ 
h^fi"fV7^95>Bfci^7 9mg (9 2%) &#fc 0 
[0173] 

1 H-NMR (4 0 0MHz, CDC 1 3 ) H. 41 (3H, t, J = 7. 2Hz) 

tB|E# 2005-3012147 



#SI 2003-434565 



: 38/ 



, 4. 14 (3H, s) , 4. 3 9 (2H, a, J = 7 2 H z ) J 10 (1H. d 
T _o o u 7 ) 7 2 3 (2 H, d, J = 8. 8Hz), 7. 71 (2hL, d , J 
= i 8Hz) Si 22 (1H, dd, 1-8. 8Hz, 2. 3H Z ) , 8. 94 (1 
H> d> j = 2. 3Hz), 9. 66 (1H, bs)o 

EslaC/MS^rO^-F) m /z 3 8 4 (M + H + ) 3. 

[0 17 5] 
3 6 ] 

I 

mg (10 0%) *#^o 

^H-NMR (4 0 0MHz, DMSO-d.) 3. 9 5 (3H s) 7 2 9 (1 
H, d, J = 8. 8Hz) . 7. 36 (2H, d. J = 8 8Hz) 7. 84 (2H 
d T = 8 8Hz) , 8. 07 (1H. dd, J = 8. 8Hz, 2. H ) , 8. 1 
2'(1H. d, J =2. 3Hz), 10. 3 8 (1H. s) , 12. 9 1 (1H. s) o 

E l slaC/MS^f^^F)m/ Z 3 5 6 (M + HM;Wfl 3. 
36^ (K5jB«t^a^>^9 7^-W*fH) o 

f?f_ (4 - hIJ 7Kn^Wx^) -4-iKW77^5F (4k 

«jl - 2 - 1) rstij;!n 
[0 17 8] 
Mb 3 7 ] 



A 




5^ 

2005-3012147 



jjf || 2003-434565 



^-v : 39/ 



mg (9 6%) *#fco 

(1H, dd, J=8. 8Hz, 2. OHz) , 8. 12 (1H, d, J-2. OHz; 
, 10 '. 39 (1H, s)o 

0 7 53- dS*iS#^D^>^97^-w*#l) „ 

nam i - 2 - 21^ ? ^ ^ _ 4 _ ^ ^ ^ y 7 , _ , F ({MrW , _ 2 
-2) wsnas 

[0 18 1] 
Mb 3 8 ] 




EslaC/MS^r.^-K) m/z 3 2 7 (M + H + );fW 3. 
2 53- («#^ 7 ^*7 7^-^#l) o 

3 [ ** « \ 1 i ^ n n , ^ * ) - 1 - N - ^ u ~ > + » - 4 - , V * W V 7 , * 
5 K (tt&m 1 - 2 - 3 ) o®^t 

[0 18 3] 
Ut 3 9 ] 

H 




[0 18 4] 
[ft 4 0] 




u n N - V * * * * ;v A T 5 K 2 ^ L * 3? * * * > * > 5 m L k L . 0 C k J *P L 

^ 1 6 M W bk JW«*EET«* bWfc-T ZZtKlW *Lfc***H** 

mi£#2 005-3012147 



#12 0 0 3-4 3 4 5 6 5 : 40/ 

4mg (9 4%) £»fc 0 

'H-NMR (2 7 0MHz, DMSO-d.) *1. 3 2 (3H t. J = 7 ' 3 * 

' j'=8 8Hz) s'. 09 (1H. dd. J = 8 9H, 2. 3Hz) ,8.15 
'(1H, d, J = 2. 3Hz) , 1 0. 3 (1H, s) o 

E l ^aU*W^K)»/. 3 3 4, 3 3 6 (M + H+ ) ; «** 

[0 18 7] 
Mb 4 1 ] 




OH 

6 



^SISilc.JOMH. DH8C ^--VrJ 8 %^^ S V. 7 7 e^H ( 

d' - 9H ) V 07 (1H. dd, J = 8. 6Hz, 2. 3H.) , 8. 
'l2' ( J lH 8 d 9 J=V. 3Hz), 10. 3 (1H, .). 12. 9 (1H. .). 

isiaC/MS^^^n^z 3 0 6, 3 0 8 (M+ H + ) ; «*» 
m 2. 28^(»^' 7 ^^' f "^ fr2)o 

5 F (4b^ 1 - 2 - 3 ) 



[0 19 0] 
[4b4 2] 



I 

h ii :i h 




m«E»2 0 0 5 - 3 0 1 2 1 4 7 



#M 2 003-434565 



^-v: 41/ 



6 m g t N, N-v-f V/n lf;Vaif-;V7 2 0 ^ L<DV? nn ^ ^ >it?&5 0 0 /iL 

?>W:%SlJ|-^ , J*^V*7A^n7F777^--eiliU N-3- (4-^nn7 
-N-l->^n^>f;V-4-^f^>-^V73'7U* 3. 8mg (13 

%) 

[01911 

1 H-NMR (270 MHz, CDCls) 51. 40-1. 60 (2H, ra), 1. 
60-1. 85 (4 H, m) , 2. 00-2. 20 (2 H, m), 4. 13 (3 H, s) 
, 4. 41 (1H, dd, J = 14Hz, 2. 9Hz), 6. 24 ( 1 H, bd, J = 6 
. 9Hz), 7. 13 (1H, d, J=8. 9Hz), 7. 34 (2H, d , J = 8. 9 
Hz), 7. 63 (2H, d, J = 8. 9Hz), 8. 17 (1H, dd, J = 8 . 9H 
z, 2. 6 H z) , 8. 50 (1H, d, J = 2 . 6Hz), 9. 77 (1H, bs) 0 



ESI (LC/MS^yf^^K) m/z 3 7 3, 3 7 5 (M+H + ) ; QkWn 
ffl 3.2 4ft nv^ 7 7^ - 3 ) o 

immm 1 - 2 - 4 ] 

N-3 - (4-^nn^^^;v) -4-* h^rV-N-1 ^;V-^f 77^7? F ( 
flS^W 1 - 2 - 4 ) COM 



MM 1-2-1 It G fcfBIR©»3&;£& t mm<om^N- (4-^Dn7x-^) 
-4-* V7^iVf^f;V7 5 >^ft^ffl^-C^l^ 0 

[0 1 9 4] 

1 H-NMR (2 7 0MHz, CDC la ) d3. 01 (3H, d, J = 5. 0Hz) 
, 4. 12 (3H, s) , 6. 38 (1H, bs), 7. 12 ( 1 H, d, J = 8. 6H 
z) , 7. 33 (2H, d, J=8. 9Hz), 7. 62 (2H, d, J = 8 9 H z ) 
, 8. 15 (1H, dd, J = 8. 6Hz, 2. 7Hz), 8. 53 (1H, d, J = 
2. 7H z) , 9. 7 5 (1 H, bs) 0 
[0 19 5] 

ESI (LC/MS*yrO^-F) 3 19, 32 1 (M+H + ) ; 2. 
6 6f (*a»#^n7h/?7^-0*#3) o 

mmm 1-2-5] 

N-3 - (4 -?uu-r ^=.)V) - 4 h**y-N- 1 77^7? K ( 

ik&%0 1 - 2-5) Oltfl 



1-2-3 X® C KR1R<DfK&#4fc TOco^fp-^N- (4-^on7x^jV) 



[0 19 2] 



[0 19 3] 
HU3] 




[0 19 6] 
[-fb 4 4 ] 




ffiSE# 2005-3012147 



#H! 2003-434565 



1 H-NMR (2 7 0MH Z , CDCls) *1. .26 ( H '(3H s) 6 
, 3. 5 1 (2H, dd. J = 7. 3 Hz, 4. Hz) ■ 1 3 (3 H s) 6. 
2 9 (1H, bs) , 7. 13 (1H, d. J = 8. 6Hz) 7. 3 4 (2H d J 
= 9. 0Hz) , 7. 63 (2H. d. J = 9. OHz) . 8. 17 (1H dd J 
8. 6Hz, 2. 5 Hz) , 8. 5 3 (1H, d, J = 2. 5 Hz) . 9. 7 7 (1 H, 

EslaC/MS^f.^-F) m/« 3 3 3, 3 3 5 (M+H+ > I «W 
M 2. 6 6*(HaWav^77^«4)o 

7? f uk&m i - 2 - 6 ) <a®a& 

[0 19 9] 
[<E4 5] 




o 

. mf y 1-2-3 i8CPB«oia*ft W*o«MfeN - ( 4-^^-^ 
EslaC/MS^f.^-F) m/z 3 4 5, 3 4 7 (M+H+) ; «»» 

m 2. ss^W^ 13 ' 7 ^ 97 ^^ 310 

[0 2 0 1 ] 
[ft 4 6] 




l-2-3liC WS»^i*N- (4-^nn7x^V) 

maC/MS^N^F) m /z 3 9 1, 3 9 3 (M+H+) ; «** 
IB! 3. 0 3t> (|Wn7^'77^^ft3)o 

N _ 3 _ (4-^on7x-Jv) -N-l - (2-y7/xf)V) -4 tv^y 
y7 ^95 F (Hifetf 9 1 - 2 - 8 ) 
[0 2 0 3 ] 
Mb 4 7 ] 



o 




ffi|E# 2 0 0 5-3 0 1 2 1 4 7 



#0 2003-434565 ^-v : 43/ 

^H-NMR (2 7 0MHz, CDCls) .2. 76 (2H, t J = 6 . 2H.) 
79 f2H dd T = 12. 5Hz, 6. 2Hz), 4. 1 3 ( 3 H, s) , / 

3 0 5 7 (lH 2 b's) dd '7 J 13 (1H, d, J = 3 h 9Hz) 7 3 3 2H d 
J = 8. 9Hz) , 7. 60 (2H, d , J = 8 9 H z ) , 8 13 (1H, dd, £ 
i 8 . 9 Hz, 2. 3 Hz) , 8. 6 1 (1H, d, J = 2 . 3 Hz) . 9. 7 1 (1H 

' E l SI(LC/MS^f,^-F) ,/z 3 5 8, 3 6 0 (M+H + ) ; 
m 2. 5 8^(W^ D ^^ 97 ^-^ tt4)o 

^ f (ft^e-w i - 2 - 9 ) <7>fei 

[0 2 0 6] 
[ft 4 8] 




W y 1-2-3 HCPllt<0«S*S fc /i "' DD71 ^ 

^-Sm'r ("omh, cdc..) .i. n(« L J ; Ha":! 

IS: 5" : V. i» »=. i! jI-.'Sh., r »* 

; d =8. 9 H z ) , 7. 63 (2H, d J = 8 9Hz) 8. 17 (1H d 
d, J = 8. 9Hz, 2. 3Hz) , 8. 51 (1H, d, J=2. 3Hz) , 9. 77 
(1 H, b s) o 

E l S?aC/MS^O^F) m /z 4 0 1, 4 0 3 (M+H+) ! «W 
HQ 3. 5 7^ (H»^-7^*7 7^«3) o 

[«M 1-2-10] ^ - ;V _- 7 ^ ;V ) _ 

/f V7^7? K (ft-fr* 1-2-10) <7)SOI 
[0 2 0 9] 
[ft 4 9] 



>H-NMR (2 7 0MHz, CDCls) H 95 (6H, d, J=6 3H.) 
1 5 1 (2H, dd, J = 14. 9 Hz, 7. 0 Hz) , 1 6 4 - 1 . 7 7 U H 
' ^ 3. 4 7 (2H, dd, J = 14. 9Hz, 5. 9Hz), 4. 11 (3H. s 

mm 2 0 0 5 - 3 0 1 2 1 4 7 



#M 2003-434565 



■^-v: 44/ 



) , 6. 3 0 (1H, bs) . 7. 11 (1H. d, J =8. 6Hz) 7 3 2 J (2H 
A T-8 9Hz) 7. 62 (2H, d, J = 8. 9Hz) , 8. 15 (1H, d 
d 6Hz 2. 7Hz) ,8.51 (1H, d, J = 2. 7Hz) , 9. 76 

( 1 H, b s ) o 

isial/MS^r.^-K) m/ Z 3 7 5, 3 7 7 (M+H+ ) iW 
m 3. 3 8^(W^ n-7 ^^ 7 ^"^ 3)o 

[»l-2-l 1] . A . y ^-7**5 * K 

1-2-1 1 ) 
[0212] 
[4t 5 0 ] 




SJfcffl i - 2 - 3 in c KismoMdrS k ra#o»ffcN - (^^ n ^- ,v) 

i [ H-NMR (2 7 0MHz, CDC la) *4. 12 ( 3 H, s ) ,4 6 4 (2 H 
j t_5 6 Hz) 6. 63 (1H, bs), 7. 13 ( 1 H, d, J = 2. 3H 
' z) d ; . 30-?. SB (7H. m) , 7. 60 ^ H d J = 8. 9Hz) 8 
19 (1H, dd, J = 8. 6Hz, 2. 3Hz) , 8. 55 (1H, d. J-2. 3H 
z), 9. 73 (1H, bs)o 

isiaC/MS^f^^-K) m/z 3 9 5, 3 9 7 (M+H + ) ; ft** 
m 3. 26* (|iWD7f^77^-^ff3) o 

n _q_ ( 4 _*nn7x-;v) -N-l - [2- (lH-^^7-;v 4 4^; 

_ 4 _^ b^V7*?5 K (ft#»l-2"l 2) Oil 
[0 2 15] 
[ft 5 1 ] 

H 

*£*fl 1-2-3ISC e»«0«!t*ft * RM*&*freN - ( 4 - * n u V * - *) 

^H-NMR (2 7 0MHz, CDCls) *2. 89 (2H. t. J«6. 2H.) 
, 3. 7 0 (2H, dd, J -12. 2Hz, 6. 2Hz) . 4. 0 8 (3 H e ) .6 

8 3 (1H, bs) , 7. 0 6 (1H, d. J =8. 6 H z ) . 7 .3 0 ( 2 H. d . 
T-8 9 Hz) 7 5 5 - 7. 6 1 (4 H, m) , 8. 0 7 (1H, dd J-8. 
6Hz*, 2 6Hz) ; 8. 57 (1H, d, J-2. 6Hz) , 9. 71 (1H. bs 

) o 

ESI (IUsW^^F) m/z 3 9 9, 4 0 1 (M+H+) ; 
m 2 14*(«*^' 7 ^77^-O*ft3)o 

ffifE#2 005-3012147 



#SI 2003-434565 



s<-z? : 45/ 



- •{ V 7 ^ 7 5 F 1-2-13) OStit 

[0 2 18] 
Ht5 2] 



ci 




mm 1-2-3 IiCCiBt^MS k B*^N - (4-^n7x^V) 

i l H-NMR (2 7 0MHz, CDCls) 53. 39 (3H. s) . 3. 56 (2H 
T _q o Hz 4 5Hz), 3. 66 (2H, d d , 

■£\\ ^^• 65( i»' ) bS) / 6 3 1 ( 3 2 H 1 a' J-8 = 

- 8Hz) , 7. 34 (2H, d, J = 8. 9Hz) , 7. 63 (2H, d, J 8 



1N1V11V \^ « vmn ^ - - , OTT~ /I 

dd, J = 9- 3 Hz, 4. 5 Hz) , 3. 6 6 (2 H, dd, J = 9 ^ 3 Hz, 4 

9Hz), 8. 16 (1H, dd, J = 8. 6Hz, 2. 4Hz), 8. 58 (1H, d 
, J = 2. 3 Hz) , 9. 74 (1H, bs)o 

ESI 2 (LC/MSW^*-K)m/« 3 6 3, 3 6 5 (M+H + ) 

^Jl-2-14]^ _ N _^ (4 _^ on7 ^ ;V) _ 4 _^^ 

V7^55 K 1-2-14) OfMt 

[0 2 2 1 ] 
[4b 5 3 ] 



ci 




o 

*ffcfl 1-2-3ISC fcfB*W>»*t:*f ft k N - ( 4 - * n u 7 ^ ;v) 

^H-NMR (2 7 0MHz, CDCls) S 3 7 0- 3 7 6 (jH. m) , 3. 
7 7 - 3. 8 6 (2 H, m) , 4. 13 (3 H, s) 7 12 -7. 1 5 ( 1 H m) 
, 7. 34 (2H, d, J = 8. 9Hz) , 7. 63 ( H d , =8 . 9Hz), 8 

14 (1H, dd, J = 8. 6 Hz, 2. 6 Hz) , 8. 6 0 (1H, d, J -2. 6 
Hz), 9. 7 3 (1 H, b s) o 

ill ai/MSW^^W m/z 3 6 7, 3 6 9 (M+H+) ; m« 
ft 3. Olt (W^D7h^77^-0##3) o 

-^f;v^f-;v) -477^7? K «k#*l-2-l 5) 
[0 2 2 4] 



mfE# 2005-3012147 



#il 2003-434565 



^-v: 46/ 



m 5 4 ] 




MM 1-2-3 iBCWIWI^tM^M-l*;^" 15 *' 

ESiaC/MS^f.W-Flm/z 3 8 9, 3 9 1 (M+H + ) ; «»» 
M 2. 84«'(H*#i' tl7 H , ' 7( - 0 * ff3K 

77^7? K Offc£* 1-2-16) 
[0 2 2 6] 
[ft5 5] 




^H-NMR (2 7 0MHz, CDCls) ^ 90-1 10 ( 1 H mj . . 1. 
15-1. 3 5 (2 H. m) . 1. 5 0 - 1. 8 8 8 . m) . 3. 3 0 (2H. t. 
J = 6. 3 Hz) , 4. 13 (3H, s) , 6. 3 4 ( H bs) 7 13 (2H, 
J d, J = 8. 9Hz) , 7. 34 (2H, d. J = 8. 9Hz , 7 6 3 (2 H d. 
J = 8 9Hz), 8. 17 (1H, dd, J = 8. 9 Hz, 2. 6 Hz) , 8. 5 3 ( 
1H, d, J = 2. 6Hz), 9. 7 7 (1H, b s) „ 

E l s! 2 aC/MSW^*-K)»/. 3 4 7, 3 4 9 (M+H+) ; «** 
m 3. 0 1*(lW^^57^#fr3) . 

/f 77^7? F (>ffr£» 1-2-17) <£>M 
[0 2 2 9] 
Mb 5 6 ] 




6 



MM 1-2-3ISC KB*©***** fc W****^ N — (4-^D7x^) 

_ 4 _^ h^v-f 77^;v^i:7;v7'J;v75 y*m^ c^mvtz 0 

^H-NMR (2 7 0MHz, CDC 1 a ) H. 1 3 (3 H, J*' U "h * S ! 

d, J = 5. 3Hz), 6. 2 0 - 6. 3 3 ( 1 H m) 6 3 8 ( 1 H, dd J 
= 3 Hz, 2. 0Hz) , 6. 60 (1H. bs) , 7. 13 (1H d J-8 
9Hz) , 7. 33 (2H, d, J-8. 9Hz) , 7. 38 (1H, dd, J-l. 8 

tBliE# 2005-3012147 



mm 2 0 0 3 -4 3 4 5 6 5 ^ v : 47/ 

Hz, 0. 8Hz), 7. 61 ( 2 H , d J = 8 9Hz) 8. 18 ClH. dd. 
J = 8. 9Hz, 2. 4Hz) . 8. 55 ( 1 H, d, J = 2. 4Hz) , 9. 74 (1 
H, b s ) o 

EsfaC/MS^f^^Mtn/z 3 8 5, 3 8 7 (M+H+) ; «** 
ffi 3. 0 853* (ffiJi«t#^n^h^9 7'f-0*ft3) o 

N [ ;f_ 81 u!^^„;v) -N-l- C2- ( 2 -,Kn^>„) 

[0 2 3 2] 
lit 5 7 ] 




o 

Esia'c/MS^NW-K)./. 3 9 3, 3 9 5 (M+H+) : «»» 
UK 2. 4 453" «*»* n ' 7 ^' 7 ^ B ** 3) ° 

^->fV7^55 K 1-2-1 9) <7>fB£ 

[0 2 3 4] 
Ut 5 8 ] 
I 

■'h-NMR (2 7 0MHz, CDCls) .2 51 (2H. t .1-5. 6H.) 
, 3. 53 (2H, dd, J = l 1. 2Hz, 5. 5Hz) 4. 12 ( H . s) , 6 

8 9 (1H, bs), 7. 12 (1H, d, J = 8 6 Hz) 7. 3 *• 
J=8. 9Hz) , 7. 63 (2H, d, J=8. 9Hz) 8 15 (1H, dd J 
= 8. 6Hz, 2. 3Hz), 8. 58 (1H, d, J =2. 3 Hz) , 9. 74 (1H 
, b s ) o 

ESI a'/MS««7 t -H m/z 3 7 6, 3 7 8 (M+H+) ; «W» 
Ifl 2. 6 3» (gi*iE#* D ^ -W##3) . 

«««l : 2 3 - 2 0] (4 _^ D7 ^^ _^ v ^„„ (M1 -2- 2 0 

[0 2 3 7] 



tBSE# 2005-3012147 



mm 2003-434565 



^-v: 48/ 



C! 



Hfc 5 9 ] 




O ~ 



2 



— i— rj".n A 

[0 2 3 8] 
lit 6 0 ] 




5 _ h *v#;v^;V) -2-=bnSA« (CASfi***: 7 6 1 4 3 -3 
3-4) 1 50gtN, N-v^W;VA7U«0. OSmL^nnj /15 

^^30^^ 

J^°*5"n*T"7-f--C«lilLfc. «ET«*L N- (4 

-*n*7*I/l0 -4-^n^V7^>i^H. 82 g (8 1%) *#fco 

^H-NMR (2 7 0MHz, CDCls) *4. 0 0(3H s) 7. 36 (2H 
d T = 8 9Hz) , 7. 55 (2H, d, J = 8. 9Hz) , 7 6 6 (1 H, b 
's) 8. 14 (in! d, J = 8. 6Hz) . 8. 2 5 - 8. 2 9 (2 H. m) . 
[0 2 4 0] . N 

E I (#Vf-f K) m/z 3 3 4 (M + ) o 

7?f hn _3_ N _ ( 4 -^D7x^) -^77^n« 

[0 2 4 1 ] 
[ft6l] 




-rfBAf»f,*L*-N- (4-^nn7x^) - 4 > u A V 7 * 5 VBSM ^ 2 2 



7_^>n-3-N- (4-7nn 7 x^) -fV7^U'48mg (23%) **r 
[0 2 4 2 ] 

ffifiE# 2005-3012147 



#M 2003-434565 



49/ 



CI 



1 H-NMR (2 7 0MHz, DMSO-de ) H. 4 5 (2H. d, J -8. 9H 
z) . 7. 72 (2H, d. J = 8. 9Hz) . 7. 83 (1H be) . 8. 16-8 
. 26 (3H, m) , 8. 39 (1H, bs) , 11. 00 (1H. bs) 0 

ESI ac/MSm-f^K) m/« 3 2 0, 3 2 2 (M+H+) ; «*» 
|B| 3. 0 0t(SllW n7 ^^^^ 1)o 

4 [ ^ J ;:3:^ ] (4-^n7x,;V) ^V7^5K (ft«l-2"21 

) 

[0 2 4 4] 
Ut 6 2 ] 

**i£*T. "J?**^***!*^ ******* 

*ffiT*»L*:o »fe*LfcH#tt, «EETffc*U 4-7^-3-N-(4 *nn/ 
-^;7^?5K4 1mg (9 9%) *#;fco 

^H-NMR (2 7 0MHz, DMSO-de) *6. 7 3 - 6. 7 6 (3H . m) , 
7. 0 7 (1H, bs) , 7. 4 1 (2H, d, J = =8 . ^ H z ) . 7 . 6 4 H b 
8 ) , 7. 5 1-7. 7 6 (3H, m) , 8. 17 (1H, d, J -2. 0 Hz) , 10 
. 2 4 ( 1 H , b s ) o 

ES 2 iaC/MS#^^*-K)n/. 2 9 0, 2 9 2 (M+H+) ; «*W 
M 2. 7 8^(l»nv^77^-*l) o 

) 

[0 2 4 7] 
["ft 6 3 ] 

cu 



CI 





a. 

6 6 

i 9 ?1tiP,W'4-7^-3-N- (4-^n7x^JV) -^77 
^T^lliA^tVuUllmL. Ml. 5mL. »«c0 5mLO» 

2^*>y *A**«2 OmLtti, ft*x^5 0fflLt?21ttffiLfc.**ftl 

!?«Stfe. **m*^ m ; *****^o **x 

=b*. »|xf*t«ET«*U #^lf:W*Wa t e r s*t*9 9 6 - 6 0 0 E 
WM^nvf^7,-^^Onv, (m i c r c ,m a s s ISM 

) */bv>-c*!*u n^titzmmz, «et«*u 4-^nn-s-N- u-*nn 

-^77^7U'llmg (4 1%) 

tBSE# 2005-3012147 



t&m 2003-434565 



^-v : 50/ 



1 H-NMR (2 7 0MHz, CDs OD) 8 7. 3 7 (2 H, d, J = 8 9 H z ) 
, 7 6 3 ( 1 H d. J = 8. 2Hz) , 7. 69 (2H d J = 8 9Hz) 7 
. 97 (1H. dd, J = 8. 2Hz, 2. 3Hz) , 8. 07 (1H. d, J-2. 3 
Hz) o 

ESI aC/MS^rO^-K) 3 0 9, 3 1 1 (M+H+) ; ftttttN 3. 

0 4^ (^l$^D-7>^7 7 ^®* frl) 0 

4 [ !":3-N- ] (4-^n7,^V) "--fV7^?K (^1-2-23 

) comJt 

[0 2 5 0] 
[ft 6 4 ] 
Br. 




. „, a - 1 - 2 2 i:iet ©SMS ^ - 7 5 ^ - 3 - N - (4-*n 

^H-NMR ( 2 7 0MHz, CDs OD) 5 7. 3 7 (2H, d, J = 8. ^Hz) 
7. 6 8 (2H, d. J = 8. 8Hz), 7. 8 0 (1H d, J = 8. 2 Hz) , 7 
'. 88 (1H, d, J = 8. 2Hz) , 8. 02 ( 1 H, bs) e 

ESI(LC/MS^^^-F) m/. 3 5 3, 3 5 5 (M+H+) ; «W 
|Q 3. 0 05- (IftiStfrffc^ n ' 7 ^* 97 ' f —<n$kft i ) o 

3*N ffll U-^nl- 2 - 7 ;v^n 7 .-;V) -4-^*WV7^U (ft* 

«fe 1 - 3 - 1 ) OSljg 
[0 2 5 3] 
[ft 6 5 ] 



Br 




f?^ T/ _2-^ (CASfSff : 4 0 7 5 7 -1 

2-8) 

[0 2 5 4] 
[ft 6 6 ] 



o 




o 

gjfeffl 1-1-1 IgAtilU 5 - 7*n * " 2 - * > * ->*A#HM J£ 2 9. 3 

ffifE# 2005-3012147 



#11 2 0 0 3 -4 3 4 5 6 5 ^- v : 51/ 

ii^^i^is^ > v * a -c**l*. ^uir^t^kSSJ 

-j^+fr^-T-^m&vtzo wbiitz^mt, mi±TtmL, 5-y7;-2 -> ^ 

5Si^M3 5g (4 2%) ftt«tt^«Sitfct> # 

^t'xfix-r^l : *IET|£*U 5-VT7-2 

- b ^ fiH. 6 g (14%) £#/io 

'H-NMR (4 0 0MHz, CDCls) S3. 92 (3H s) 3 9 8 (3 H 
s) 7. 06 (1H, d, J = 8. 6Hz), 7. 76 (1H, dd. J = 8 . 6H 
z, 2'. 3Hz), 8. 11 (1H, d, J = 2. 3Hz) o 

ESiaC/MS^f^^F) m/ Z 192(M + H + ) ;WI 2. 
56^ (»^7^5 7^-^ftl)o 

f?f>*W V7^?>MI (CASSiff : 8 9 3 6 6 - 4 1 - 6) 
[0 2 5 7] 
lit 6 7 ] 

o o 

K^S**C 1 ****** > V ^ A***l 2 mL ° °57i*?* 

*rI*ft-^±*ffiT*£*U 6^KWV7^?V|1. 3g (6 3%) * 

1 h-NMR (400 MHz, DMSO-de) S3. 89 (3H, s) , 7. 18 ( 

1H d, J = 8. 6Hz) , 7. 28 (1H, bs) . 7. 97 (1H, bs) . 8. 

0 2 (1H, dd, J = 8. 6 Hz, 2. 3 Hz) , 8. 18 (1H, d, J = 2. 3H 
z), 12. 80 (1H, s) o 

Esf(LC/MS*yN7^F) m/ z 196(M + H + );§TO 0. 

f?§_ ( 4 -7'n^-2-7^07x^) -4-* >*WV7^5 F (ft* 

tfo 1 - 3 - 1 ) ^ g|3 * IJ 
[0 2 6 0] 



tBIE# 2005-3012147 



#M 2003-434565 



52/ 



Ut 6 8 ] 




,J^5F) (1. 24mmol/g) 2 0 2m g tl8Bt?i«U6-^>*v 
y/bijr/-JI'-l-*-«'l* ! »» (0N ' N-'^f^AT^ K»* (0. . 2 5 

m^On^ (mi c r oma s sttSZMD) *fl|v>T:*»U 3 -N- (4 

ES 2 iaC/MS#y^^-K) m/z 3 6 7, 3 6 9 (M+H+ ) ; 
m 3. 1 4 55- (H6&WL4t?w * ?77 4 -O&ttl) o 

3 [ *N m (2 3 3 -Wnn7x^V) -4^KWV7^5K 1 - 3 

-2) O* 1 - 



[0 2 6 2] 
[4t6 9] 




6 0 

AW* 1-3-lIfiC PEHO«t*ft k H*M&*ft^ 6^KWV7^5> 

E l s!aC/MSr;^^-K)m/« 3 3 9, 3 4 1, 3 4 3 (M + H+) 
; 3. 2 4 53" (SW#^a-7 > ^7 7^ -O^ftD o 

3 _ N _ ( 4 -^on-2, 5— >^'>7xiJl/) _ 4 -^h*W7-7?-7^ * 

{it&m 1-3-3) ©SI 
[0 2 6 4] 
[ft 7 0 ] 




1 - 3 - 1XSCK1 



ffiSE# 2005-3012147 



#11 2003-434565 



^<-v: 53/ 



EsfaC/MS^f^^F) m/z 3 6 5, 3 6 7 (M+H + ) ; 
m 3. 0 9^ (SW#^ ^ > ^ 7 -f -<D&ft 1 ) o 

1-3-4) OfJHt 
[0 2 6 6 ] 
Mb 7 1 ] 




ESia'c/MS«f ( «-K) m/z 319, 321 (M+H + ) ; «#» 
V 3. 2 3* (iS»»#? n ^t-**97"' -w * frl) . 

ft 1 - 3 - 5 ) <£>S*5i 
[0 2 6 8] 
Kb 7 2] 




EslaUsm^^F) m/z 3 5 5 (M + H + ) 3. 

7^75 f Mb-frw i - 3 - 6 ) 

[0 2 7 0] 
[ft 7 3] 





iSfrW 1 - 3 - IIS C fcfHftORStff ifc WI#0»ffC 6->h*WV7*?5> 
tU-7?/-5, 6, 7, 8-tF5HFnt7^^^MUo 

ESiaC/MS*vN^F) m/ Z 3 2 5 (M + H + ) iWfl 3. 

mtE#2 005-3012147 



#S1 2003-434565 



54/ 



2 1 5- (iftjSatff ^ nv^77^- 1 ) o 

[0 2 7 2] 
Mfc 7 4 ] 




6 O 

Es!(LC/MS^^^F) m / Z 3 0 5, 3 0 7 (M+H + ) ; W 
I« : 2 . 9 5^ (SIt#^ D-7K77-f - 1 ) o 

7?F Mfr&W 1 - 3 - 8 ) Oil 
[0 2 7 4] 
Ufc 7 5 ] 





o b 

m „i-3-l X© C k 6-^WV7*7r/ 

ES 2 I aC/MSm-f^-K) m/z 3 5 7 (M+H + ) 3. 
1 9t> (,SIt#^n-7Fy7 7^©^l) o 

[HJfetfi 1-3-9] „ _ ^ //i./s.A5n i o q \ <r>M 

3_ N _ /f>/y _ 5 _^ ) V-4-^ d rV^V7^7^ 1 - 3 9 ) 

'~ [0276] 
Ut 7 6 ] 




i - 3 - l xm c H*<o»f^e 6-^^v7^75> 

ESia'c/MSIVNfrK)./. 31 1 (M+H + ) ;«#«#« 3. 

) <dM& 

ffiSE#2 005-3012147 



#® 2003-434565 



^-v* : 55/ 



[0 2 7 8] 
lit 7 7 ] 




,NH 2 

ES 2 I(LC/MS^^^F) m/z 3 0 1 (M+H+ ) . ##»■! 3. 

i-3-i i ) ©M 

[0 2 8 0] 




ESI (LC/MS^f^^K) m/z 3 19, 32 1 IMtti ; 
ID 3. 9 8 55- (gW^" 7 ^*^^*!) o 

) ©IS 

[0 2 8 2] 
[4b 7 9 ] 




_ ,° i - s - 1 is c mmom^m t mm<otm^ e-^^wv7^5> 

E 0 S I 8 (LC/MS*vf^ t -r)»/^ 2 8 9 (M+H*) »■ 
733- (jsigi8E#i'o^h#"?7-f-ro##l) 

3) ©§BI 
[0 2 8 4] 



m«E#2 005-3012147 



WM 2003-434565 ^-v! 56/ 




2 — 7 -b -f- 7 U > -n"J^ L. o 

ES?aC/MS*yrO^K) m/z 3 13 (M+H + ) ;«fl 2. 
80^ ^ nv^77^ - (D^W 1 ) o 



) <omt 




IsiaC/MS^f^^F) m/z 3 4 9, 3 5 1 (M+H + ) ; 
H 2. 95t> ^77^ 1 ) o 

1-3-1 5) OSHt 
[0 2 8 81 
Kb 8 2 ] 




6 o 

lit (2-757) 7x-;v^f;v^;v7^f K^^^tt^o 

ESiaC/MS^r^^K) m/z 317 (M+H + ) ; «*MSIH 3. 
0 2 5- h^97-f-0*frl) o 

3?N- \ 2 n n - 5 - h V y^*u* -4-^*WV7*9 
5 F (ft-fr* 1-3-1 6 ) <7>$S^i 
[0 2 9 0] 



BifE# 2005-3012147 



#® 2003-434565 



57/ 




ESiaC/MS^f^^-F) m/ Z 3 7 3, 3 7 5 (M+H+) ; 
H 3. 30^ nvf?'77^ -<7)#:# 1 ) o 

immm 1-3-17] ^ 

7? F (ft-fr* 1-3-17) <7)M 
[0 2 9 2 ] 




ESI 9 (LC/MS^f^t-F)m/« 3 3 7, 3 3 9 (M+H + ) ; 

-18) 

[0 2 9 4] 
[ft 8 5 ] 




isiaC/MSm-f^-Flm/* 33 1(M+H + ) ;«PI 3. 

4 3^ (M»^ nv ^* 77 ^^ 10 

[HJftflfl 1-3-19] s ^ 

4 3 -N- (4-7x^v7x^) ^V7^5?F (ft** 1 - 3 - 

1 9) <om& 

[0 2 9 6] 

miiE# 2005-3012147 



#11 2003-434565 



58/ 



lit 8 6 ] 




ES I 9 (LC/MS*v^^-F) m/ z 3 6 3 (M+H + ) ;WFI 3. 

-20) <£>l4jl 
[0 2 9 8] 
lit 8 7 ] 




i-3-iiic tia«o*js^« t ra»o»f^T? 6-^^y^v7^5> 

ESI 9 (LC/MS*"yrO^-F) m/z 2 9 9 (M+H + ) J «UWH 3. 

1-3-2 1 ) <£>S£t£ 
[0 3 0 0] 




Wit 4 — b V 7^tn^f ;VT-'J >7>£?-£-$; 

ESI°(LC/MS^W7^F) m/z 3 3 9 (M+H + ) ; «»*>W 3. 

[HJfcfll 1-3-22] > x . , . ± _ 

3-N- ( 2 , 3-yUW[l ( 4] v^v>-6-^v) -4-* 

-fV7^55 K 1-3-22) 
[0 3 0 2] 

ffiIE#2 005-3012147 



#11 2003-434565 



: 59/ 



UtS 9] 




d|tt^ i - 3 - 1 xm c Ktm^mMum t mmotm^ e - * > * ~> ^ ? * ? 5 * 

maC/MS^f^^F) m/z 3 2 9 (M+H + ) ;WFI 2. 
60^ (HM^7h^7^«D o 

mmm 1 - 3 - 2 3 ]_ o _ h i; ;W y ^ 9 , F 1-3-23)011 

[0 3 0 4] 
[4b 9 0 ] 




OO 

, t^^o 1 - 3 - 1 is c ciss©»i^g t mmam?"? 6-^wy7?7^ 

ESiaC/MS'fyrO^-F) m/z 2 8 5 (M+H + ) ; tf^B#lffl 3. 
3 [ T- 1 (2 I 3 4^ ] 7^U7x^V) - 4 ->KWV7^5K Mb** 1 - 

3-24) om^t 

[0 3 0 6] 
[ft9 1] 




f J; 2, 4 - ^ 7 ;V t D 7 - 'J >^ ^ 15 1 fco 

ESiac/MS^r^^-F) m/z 3 0 7 (M + H + ) ; fMWBI 2. 
79^- (iMfM^ h ify ~7 4 -<D%z\$ 1 ) o 

miMW 1-3-25] „ - ttu^m i o o 

5) ©It 
[0 3 0 8] 



ffiiE# 2005-3012147 



#11 2003-434565 



60/ 




6 O 

A-mm i - 3 - 1 c ^mm<DU^-m t mm<om^ 6 -^HWv7^r/ 

aC/MS*yf^^>') m/z 2 9 5 (M + H + );W1 2. 
8 9^ (MWa- 7 ^^?^-^!) o 

Mfem-3-2 6]_ (3 _ H; ^ n ^ ;V ^ ;V) ^55K (ft** 

1-3-26) <om& 

[0 3 10] 
Ht9 3] 




3 _ i> i; yjv-fru * t;v7- 'J >^ "b-a )S L/co 
isiaC/MSfyfO^K) m/z 3 3 9 (M+H + ) I «ffl*N 3. 

3?N- Jl (3-^nn ] -7^^;V) -4-* F*WV7^5 K (Ml-3-2 7 

) Oil 

[0 3 12] 
Hfc 9 4 ] 




o 

ESiaC/MS^'t^^F) m/z 3 0 5, 3 0 7 (M+H + ) ; 

IQ 2.905- (itbM#^ n v -<D&ft 1 ) o 

KIil-3-28] ov**wv-7^ 
3 _ N _ (2--7;V^n-5-h i ;7^^n^^^^^-^) - 4 b*v< 

55 K (ft^% 1-3-28) <7>M 
[0 3 14] 



ffiff£# 2005-3012147 



#11 2003-434565 



: 61/ 




^ t 2 - 7 D - 5 - f 'J 7;V t D ^ f - 'J >^^^-J^L/to 

ESiaC/MS^f-f^-F) m/z 3 5 7 (M+H + ) ; fitttttN 3. 

[^Jfefll 1-3-29] „ - - i, /JU^Mn 1 

3-N- (2, f^y7x-^) -4->f*'WV7^55 ? Mfr^W 1 - 

3-29) omk 

[0 3 16] 
[ft9 6] 




ESiaC/MS^vf^^F) m/ Z 331 (M+H + ) ; ftttttN 2. 
Mfem-3-3 0^_ 2 _^ K , wyMjV7 , y) ftM*:***«5 t *' ( 

1-3-3 0 ) ot^t 

[0 3 18] 

m 9 7 ] 




ft4-757- ^M^-^ ^ <b L fc 0 

isiaC/MS^f^t-K) m/z 3 4 3 (M+H + ) 2. 
92^- Gftjftifc** n*^ f^57-f 1 ) o 

3?N- 1 (5-^n-t° 1 ;y>-2-^;V) - 4 -^^77^?F 

1-3-3 1) 
[0 3 2 0] 



ffiSE# 2005-3012147 



Hp II 2 0 0 3 - 4 3 4 5 6 5 ^- v : 62/ 



lit 9 8 ] 




[0 3 2 1 ] 

ESI (LC/MS^t-f^-K) 3 0 6, 3 0 8 (M + H + ) ; «*3rl$IB 2. 

Mfem-3-3 2]_ (4 _ hi;;v) ^ y ^, F ( M l-3-32) 

[0 3 2 2] 
[4b 9 9 ] 




o o 

f 0 3 2 3 1 

ESI (LC/MS*yrO^F) 2 8 5 (M+H + ) ; UW^m 2. 7 7 # ( 

1-3-33] „ - - « ^ua 

% 1 - 3 - 3 3 ) CD^Tt 
[0 3 2 4] 

\\t i o o i 




ESiaC/MSm-f^-K) 315 (M+H + ) ; M 2. 7 9 5> ( 

4^Ry-3-N- (3 -^^-5-l>'J7;Vtn^;V7x^) ^V7* 
55 F Mfrfr* 1-3-34) <DU$i 
[0 3 2 6] 



ffifE# 2005-3012147 



mm 2003-434565 




ESiaC/MS^f-f^-K) 3 6 9 (M+H + ) ; «*&M*IW 3. 17#( 

mmm 1-3-35] ^ ...... . 

3-N- (2, 4-^^v7x-;v) -4-^*WV7^55P 

3-35) CO Kit 
[0 3 2 8] 
[4k 1 0 2 ] 




ESiaC/MSm-f^-K) 33 1 (M+H + ) ; #*SM*tW 2. 7 7^( 

[^Jfeffil 1-3-36] , _ „ 

3_ N _ ( 2 -^n-5-^JV7x^) _ 4 _^3fW77^U' (fl^W 

1-3-36) «M 
[0 3 3 0] 
[IU0 3] 




ESiaC/MSm-f^K) 319, 321 (M+H + ) 3. 
1 8# («f7n-7fy-7 7^^f 1) o 

1-3-37] _ t . ... ... 

3_N- ( 2 _^n-5-n^7x^) -4-^*W77^5F 

1-3-37) COM 
[0 3 3 2 ] 



ffifiE# 2005-3012147 



#H 2003-434565 



^-v: 64/ 




mm i _ 3 - 1 xfi c Ktmom^m t mmv&ft"? 6-^^wv7^^ 

[ 0 3 3 3 3 

ESI (LC/MS#yfO^-F) 3 3 5, 3 3 7 (M+H + ) ; fiHWH 3. 

4 ^ > ! 3 ! N _ t 7^i /7 -i-^jV-'fV75'7? K (flS'&W 1-3-38 

[ 0 3 3 4] 
HU0 5] 




NH 2 

6 

mm u i _ 3 _ i c ^fam^M^S k iwi#<7)»^ 6-n^rHv7^r/ 

[ 0 3 3 5 1 

ESI (LC/MS#yfO^-F) 32 1 (M+H + ) ; fltfHHfl 2. 9 
iftitffcfl^ 1>^77^ ~<7)## 1 ) o 
[^fti^S 1 — 3 — 3 9 ] 

4 _^ h^v- 3 'J 5->f A'- 4 V7?5 5 F (tf^tt 1-3-39) 

o mat 

[0 3 3 6 ] 
[ft 1 0 6 ] 




O 

[0 3 3 7 ] 

ESI (LC/MS^r-f^-K) 3 2 2 (M+H + ) ;§»1 2. 93^ ( 

W^D7>^77^-«if1 : 5) o 

C^ifei^fl 1 — 3 — 4 0 ] 

3-4 0) coSBi 
[0 3 3 8] 



j±ifE# 2005-3012147 



mm 2003-434565 



^-v : 65/ 



lit 1 0 7 ] 




@£<h 5 — T 5 J A y V — ^frh-crJ&Ltzo 

ESiaC/MS^f^^-F) 3 10 (M+H + ) ; ««F^W 2. 4 4^( 

[$mm 1-3-41] _ 
i-3-4i) cosei 

[0 3 4 0] 
[ftl0 8] 




ESI aC/MS^yr^^F) 3 8 3, 3 8 5, 3 8 7 (M+H + ) ; ##B3f 
M 3. 3 9*(glI^o^^*7 7^^ffl) o 

3 [ ?^ J \ 2 -yn*-4-^nn7x-;v) — 4— ^ f^fy-f 77^7? F 

1-3-42) OlJI 
[0 3 4 2 ] 
[ft!0 9] 



NH„ 



[0 3 4 3 ] 

ESI (LC/MS*yt^7^K) 383, 385, 387 (M+H + ) ; «i« 

ffi 3. 36^ (SS»#7a7 ^57^ 1 ) o 

im&M 1-3-43] t 
3 _ N _ (2-^nn-4-PJ7JVtn^f^7x-jV) -4-^Ky^77^7 

5 F 1-3-43) (Dmt 

[0 3 4 4] 




mt£# 2005-3012147 



mm 2003-434565 



^-v: 66/ 




2 - ^ n n - 4 - F V 7iVto^f ;V7- U yfrb -olfc b 7c 0 
ESI aC/MS*°yfO'^F) 3 7 3, 3 7 5 (M + H + ) ; H#W 3. 

1-3-44] _ ^ 

3-N- (4-^n-2-7)Vt07x^) -4-^ >^fWV7^7^ 

% 1 - 3 - 4 4 ) COlbl 
[0 3 4 6] 

Mb i i i ] 




It^ 4 -^nn — 2 - 7JVtn7-'J b o 

r 0 3 4 7 1 

ESI (LC/MS^r^^-F) 3 2 3, 3 2 5 (M+H + ) ; «#S#IHI 3. 

imam 1-3-45] z^*, 1 Q 

-4 5) 

[0 3 4 8] 
Mb 1 1 2 ] 




[0 3 4 9] 

ESI (LC/MS*ytO^-F) 427, 429, 431 (M+H + ) ; 
m 3.42* u-^Wyy-f -KM* 1 ) o 

\MW,M 1-3-4 6 ] 

3 _ N _ (2, 4-y70D7xiJV) -4-^ >*WV7^9$ K 1 ~ 3 

-46) tf>SWt 
[0 3 5 0] 



mSE# 2005-3012147 



#JH 2003-434565 



y : 67/ 




ESiaC/MS^yf^^F) 339, 341, 343 (M+H + ) ; ««F«F 
ffi 3. 32^ (ifc&ifrfc* nvf^77^ 1 ) o 

h^-3-N-t7^K/-2-^V-^V7^75 K Mfc-frW 1 - 3 - 4 7 

) 

[0 3 5 2 ] 
Ht 1 14] 




HJfefll 1-3-lIiC KlBtt«>»iS:£*fc 6 -^*WV7^5> 
Bfc t 2 - t7^I/>75 > 7> "c> Lf: c 
r 0 3 5 3 1 

ESI (LC/MS^f-f^-K) 321 (M+H + ) ; «8W3 3. 10^( 

Il$^07l>;7 7^^tl) o 
[*Jt«l-3-4 8] 

3 _ N _ (2-ynt-4-b'J7»'*n^h+'>7x^) - 4-^ f^y^ 77^ 
55 K (ft^ 1-3-48) <7>SMI 
[0 3 5 4] 
Hbll5] 




^ , a 1 - 3 _ 1 X@ C fcH* t ®M<DMft -C 6 - ^ h * v V 7 * 7 5 > 
Wit 2-7*n€-4->'J7;VtD> htvT-'J :x -b"^ t?to 
[0 3 5 5] 

ESI (LC/MS^yfO'^-K) 4 3 3, 4 3 5 (M+H + ) ; fi^WH 3. 
6 2^ D v f^77^ 1 ) o 

[HJfcflJ 2 - 1 - 1 ] s . , , . , ^ 

E _ 4 _^ h ^>-3- [2- ( 4 -F'j7;i/tn^Ky7x-;v) ^s* 

75 F (Ik^J 2 - 1 - 1 ) WSlit 
[0 3 5 6 ] 



mi£#2 005-3012147 



#M 2003-434565 



^-v: 68/ 



Ut 1 1 6 ] 




ISA 

4 — ~fu — 1 - ^ 
[ 0 3 5 7] 



- [ (E) -2 - (4-h i ;-7^^n^b d r^>^^- ;V 




60%t^ )\>BM*mit1- h V A 2 0 . 5 m g £ n -^^r^- t h 7 F 

#-& • 25016-01-7) 0. lg ^inx/co RtE?S^-?K.«r^?a-e 6 ftMSfclfcLfc 

tlJ»atfflV«U hdrv-2- [ (E) - 2- ( 4 - b V 7 

Hn>^'>7x-^) e-;v] ^'/15 2mg (8 8%) 
[0 3 5 8] 

1 H-NMR (4 0 0MHz, CDCls) 53. 87 (3H, s) 
d, J = 8. 8Hz), 7. 05 (1H, d, J = 1 6. 1Hz), 
J = 8. 3Hz), 7. 34 (1H, d, J = 16. 1Hz), < 

4 H z) , 7. 5 2, (2 H, d, J = 8. 
4Hz) o 



J =8 
( 1 H, 
[0 3 5 
E I MS 
I8B 
4-^77-1- 

tf— ;v] ^<y-\£y 
[0 3 6 0] 
lit 1 1 8 ] 



. 6 H z , 2 
d, J =2 
9] 

m/ z 3 7 2 



'r?Zo 

, 6. 
7. 1 

' . 3 4 

8 H z) 



7 7 ( 1 H 
9 (2 H, 
(1H, d 



3 7 4 (M + ) o 

[ ( E ) -2- (4-h')7;l'tn^ f^rv7x^;U) 



2 - 




_^ b ^- > _ 2 - [ (E) -2- ( 4 - h;?^*** >^v7^-;v) 

i l H-NMR (4 0 0MHz, CDCls) S3. 95 (3H, s) , 6. 94 (1H 

mSE# 2005-3012147 



#11 2003-434565 



^-v: 69/ 



d, J = 8. 8Hz), 7. 0 9 (1H, d, J = l 6. 6 Hz) , 7. 2 1 (2H, 
d J = 8. 8Hz), 7. 3 3 (1H, d, J = 16. 6Hz), 7. 5 4 (2H, d 

J = 8. 8Hz), 7. 55 (1H, dd, J = 8. 8Hz, 2. 0Hz), 7. 83 
' (1 H, d, J = 2. 0Hz) o 
[0 3 6 2 ] 

E I MS m/ z 3 19 (M + ) o 

E _ 4 _^ h ^->_ 3 - [ 2 - (4-f'j7^tD^^fv7x-;V) tT-^]-^>X 

75 F Mk'frW 2 - 1 - 1 ) 
[0 3 6 3] 
HUH] 




|^>_ 2 - [ (E) -2- (4-f'J7;Vtn> ^v7x^) tf-^] ^> 
[0 3 6 4] 

1 H-NMR (4 0 0MHz, DMSO-de) $3. 92 (3H, s) , 6. 93 ( 
1H d> j = 8 . 8 Hz) , 7. 17 (1H, d, J = l 6. 6 Hz) , 7. 2 0 (2 
H d, J = 8. 5Hz), 7. 41 (1H, d, J = l 6. 6 Hz) , 7. 55 (2H 
, d, J =8. 8Hz), 7. 70 (1H, dd, J = 8. 8Hz, 2. 4Hz), 8. 
0 9 (1H, d, J = 2. 4Hz)o 
[0 3 6 5] 

ESI (LC/MS^'t^t-F) m/z 3 3 8 (M + H + ) ; 2. 
9 (iftftifrtfc* a -7 h ffy~7 4 -0^#2 ) 0 

[**fe« 2 - 2 - 1 ] , ^ , 

E _ N _->^n^>^;v-4-^ h^r->-3- [2- (4 - > 'J 7;vtn^^y7x 

/^X7?F Mfr&W 2 - 2 - 1 ) 

[0 3 6 6] 
Ut 1 2 0 ] 




E _ 4 _^ 3 - [2 - (4-HJ7)Hn^ h*'>7x-^) 

[0 3 6 7] 
lit 1 2 1 ] 




6 0 fr% 
?y 4 8mLCl 



i7X*<b^- b'J'JAO. 7 g £ n X h "7 H FD 7 

miE# 2005-3012147 



#M 2003-434565 : 70/ 

yfy'xfjV 5 7 8 g&S3&*iK+*#T"T?ini*.fc&. 5%-mMMm.Ltzo -WH^ 

Stb'J-JAtJRilU. fc7K«^>V^A}i^SU^ im^^ifcg-Lfco 

;v) 3cA#Bftif-^5. 5g (9 0%) £#fc 0 

[0 3 6 81 

1 H-NMR (4 0 0MHz, CDCls) Jl. 41 (3H, t, J = 7. 1Hz) 
, 3. 9 5 (3H, s) . 4. 3 9 (2H, Q > J = 7. 1Hz) , 6. 7 9 (1H, d 

J. = 8 6Hz), 7. 17 (1H, d, J = 16. 6Hz), 7. 20 (2H, d, 
J = 8. 8Hz), 7. 41 (1H, d, J = 16. 6Hz), 7. 56 (2H, d J 
-8. 8 Hz) , 7. 97 (1H, dd, J = 8. 6Hz, 2. 4Hz), 8. 27 (1 
H, d, 1 = 2. 4Hz) 0 
[0 3 6 9 ] 

ESI (LC/MS^f^t-K) m/z 3 6 7 (M+H + ) ; «*SM$IW 4. 
2 15- (»M^D^^77^C*fl : 2)o 

E _ 4 >^v- 3 - [2 - (4->'J y;v^-n^ f + y7x-;v) 

[0 3 7 0] 
HU2 2] 




IgAti#6^cE-4-^ h*v-3- [2- (4-F'J7)Vtn^*y7x^ 
) tf^;V] ^a#m^^4. 5g^^7-;>4 0mLi:iiU 2 0%*»ft*'^ 
U#«16mLtiiniLfco i«8 0 t;^ 2 #W«#Lfc&. g*&K?frfcP Lfco 1 
^«6 0mL^pH^3i:iIUt, &Cfc*rtH»tt*SlK *T?ifei§^ S 
Btft-O^Ji«ETiai»U E-4-* Hri/-3- [2- (4-f'J7;Vtnn^> 
7^~;v) 5jeJH#Bl4. lg (9 9%) 

[0 3 7 1 ] 

1 H-NMR (400 MHz, CDCls) 53. 98 (3H, s), 6. 97 (1 H 
d, J = 8. 8Hz), 7. 19 (1H, d, J = l 6. 6 Hz) , 7. 2 1 (2H, 

d J =8. 3Hz), 7. 42 (1H, d, J = l 6. 6Hz), 7. 57 (2H, d 
J = 8. 3Hz), 8. 04 (1H, dd, J = 8. 8Hz, 2. 1Hz), 8. 34 

'(1 H, d, J - 2. 1 Hz) o 
[0 3 7 2 ] 

ESI (LC/MS*'7f^7**-K) m/z 3 3 9 (M+H + ) ; ##I$W 3. 
885- (gilt^n7^-7 7^-Olffl) o 
XfM C 

- *s ?u 4~* h^v-3- [2- (4-h 1 )-7;v^n^< 

^;v) tf-;V] ^/X7 5K (ft^fe 2 - 2 - 1 ) <DU& 
[0 3 7 3 ] 



miSE#2 005-3012147 



mm 2003-434565 



^-v: 71/ 



[ft 1 2 3 ] 




o. 



1 _ 2 -2IgC KiEtt^ifc IMO^-C, 2-2-1 ISB "C# h 

ivtzE- 4 h^v- 3 - [2- (4-h'J7;vtn^f + y7x->) H~;v] 3cJg, 

[0 3 7 4] 

i h-NMR (270 MHz, CDs OD) d 1 . 52-1. 72 (4 H, m) , 1. 

7 2 - 1 8 8 (2H, m) , 1. 98-2. 11 (2H, m) , 3. 95 (3H, s) 
4 25-4. 40 (1 H, m), 7. 06 (1 H, d, J = 8 . 6Hz), 7. 2 6 

'(2H d, J = 8. 9Hz), 7. 28 (1H, d, J = l 6. 9Hz), 7. 49 ( 
1H d, J = 16. 9Hz), 7. 64 (2H, d, J = 8. 9Hz) , 7. 77 (1 
H,'dd, J=8. 6Hz, 2. 3Hz) , 8. 13 (1H, d, J = 2. 3Hz) Q 
[ 0 3 7 5 1 

ESI (LC/MS^f^^-F) m/z 4 0 6 (M+H + ) ; «ii#B#ffl 3. 

8 9^ (SW^l :! 7^7 7^-«3) o 

[HWJ2-2-2] 

4 -p? h^v-N-^^;V- 3 - [2- (4-f'J7;Vtn^h*y7x-W -fc- 
;V] _^>XT5F (ft^%2~2-2) <7>®3t 
[0 3 7 6] 
[ft 1 2 4 ] 



*JfrWl - 2 - 2IiCi:|Bi^Sfcra#^fE-4 h*'>- 3 - [2- ( 
4 - > i; -7;v^n> ^v7x^) if-*] gift i ^ f ;V7 5 L 

fco 

[0 3 7 7] 

1 H-NMR (270 MHz, CD3OD) 8 2. 92 (3H, s), 3. 96 (3H 
s) 7. 08 (1H, d, J = 8. 9Hz) , 7. 26 (2H, d, J = 8. 5Hz 
) 7 2 6 ( 1 H, d, J = 16. 8Hz), 7. 49 (1H, d, J = 16. 8Hz 
) ' 7. 63 (2H, d, J = 8. 5Hz) , 7. 76 (1H, dd, J = 8. 9Hz, 
2! 3 Hz) , 8. 12 (1H, d, J =2. 3Hz)o 
[ 0 3 7 81 

ESI (LC/MS^f-f^-K) m/z 3 5 2 (M+H + ) ;M 3. 
405- (iHi^nv^77^^ff3) o 
[£Jfc0l2-2-3] 

N-^f-;V-4-^ h^rv-3- [2- (4 - F 'J 7;V^n^ >^'>7x-JV) -fc- 
;v] /^yX7? F (ft^J 2 - 2 - 3 ) OSlifi 




[0 3 7 9] 



ffiSE# 2005-3012147 



#11 2003-434565 



72/ 



[4k 1 2 5 ] 




, JUil , B l -2-2X5gCHlB«O^tra*<0»ft-CE-4-^ h*~>-3- [2- ( 
[ 0 3 8 0] 

1 H-NMR (270 MHz, CDs OD) SI. 24 (3H, t, J = 7. 2 Hz) 
, 3. 4 2 (2H, q, J = 7. 2 Hz) , 3. 9 6 (3H, s) , 7. 0 7 (1H, 
d, J = 8. 6Hz), 7. 26 (2H, d, J = 8. 6Hz), 7. 27 (1H, d, 
J = 1 6. 5 Hz) , 7. 49 (1H, d, J = 1 6. 5Hz), 7. 64 (2H, d, 
J = 8. 6Hz), 7. 77 (1H, dd, J = 8. 6Hz, 2. 3Hz), 8. 13 ( 
1 H, d, 1 = 2. 3Hz) 0 
[0 3 8 1 ] 

ESI (LC/MS*vf-f7?-K) m/z 3 6 6 (M+H + ) ; ««rl$fflJ 3. 
55* (il»^n-7>^77^«^3) o 

mmm 2 - 2 - 4 ] 

N-i/?n^n^-4-> h^v-3- [2- (4-h I J7Wn>h*y7x-^ 
-tf-;v] -^>XT5 K (41^52-2-4) 
[0 3 8 2] 
[ft 1 2 6 ] 




Hifcffll -2-2X5gC^SB«0*fefcRI»0»^"CE-4-^ h*'>-3- [2- ( 
[ 0 3 8 3] 

1 H-NMR (270 MHz, CDs OD) S 0. 59-0. 70 (2H, m), 0. 

76-0. 89 (2 H, m), 2. 78-2. 90 ( 1 H, m) , 3. 95 (3H, s) 
7. 06 (1H, d, J = 8. 6Hz), 7. 25 (2H, d, J = 9. 0Hz), 7 
26 (1H, d, J = 1 6. 5Hz), 7. 48 (1 H, d, J = 1 6. 5 H z) , 7 
64 (2H, d, J = 9. 0Hz) , 7. 76 (1H, dd, J = 8. 6Hz, 2. 3 

Hz), 8. 11 (1 H, d, J = 2. 3 H z) o 
[0 3 8 4] 

ESI (LC/MSlyf^7^F) m/z 3 7 8 (M+H + ) ; «#f$ IRI 3. 

5 5* (»^ n-7 ^" 57 ^* 3 ) ° 
imMW 2 - 2 - 5 ] 

4 _^ h ^V_N- (1 Y**y*-h)V-7°U\S)V) -3- [2- (4-h'J7;V^ 

n/ ^y7x^v) -tf-;v] -^yX7U* (ft#$fcf 2 - 2 - 5 ) ®»SS 

[0 3 8 5] 



ffiSE# 2005-3012147 



#11 2003-434565 



^-v>~: 73/ 




^Jfeffil 1 -2-2XgC^IBtftO^Tjfefcra»0*'f^E-4-^ [2- ( 

[0 3 8 6 ] 

i h-NMR (270MHz, CDs OD) 5 1. 48-1. 80 (2 H, m) , 3. 
38 (3H, s) , 3. 40-3. 56 (2 H, m) , 3. 96 (3 H, s) , 4. 10 
-4 2 5 ( 1 H, m) , 7. 0 8 (1H, d, J = 8. 8Hz), 7. 26 (2 H, d 

J = 8. 5Hz), 7. 28 (1H, d, J = 1 6. 9Hz), 7. 49 (1H, d, 
J = 16. 9Hz), 7. 64 (2H, d, J = 8. 5 Hz) , 7. 79 (1 H, dd, 
J = 8. 8Hz, 2. 3Hz), 8. 15 ( 1 H, d, J = 2. 3Hz)o 
[0 3 8 7] 

ESI (LC/MS^y'rO^-K) m/z 4 2 4 (M+H + ) ; Bn-W 3. 
7 25- «l$#^nv^7 7^-(0i#3) o 
[«f J 2 - 2 - 6 ] 

N- [2- -j^V] -4-^h^v-3- [2 - (4- 

^nn:7^~;v) -^/X7 5 K 2 - 2 - 6 ) 0^3* 

[0 3 8 8 ] 
[ftl2 8] 




%WR 1 - 2-2XeC^B*O^Si:RI»^»f^^E-4-^ h^v-3 - [2- ( 
[0 3 8 9] 

ESI (LC/MS^f-f^-K) m/z 4 2 6 (M+H + ) J ##B#^ 3. 

E _4_^l^>_3- [2- (4-^D7x^V) kf-;V] ^/X7 5K (4bl=r% 

2 - 2 - 7 ) <DU^ 
[0 3 9 0] 
Hfcl 2 9] 




[0 3 9 1 ] 



ffi|iE# 2005-3012147 



SfcM. 2003-434565 



s<—Z? : 74/ 




[0392] * 

1 H-NMR (4 0 0MHz, CDCls) 81. 41 (3H, t, J = 7. 2Hz) 
3 9 8 (3H, s), 4. 38 (2H, q, J=7. 2Hz), 6. 92 (1H, d 
' J =8 8Hz), 7. 15 (1H, d, J = 16. 4Hz), 7. 32 (2H, d, 
J = 8. 8 Hz) , 7. 41 (1H, d, J = l 6. 4 Hz) , 7. 47 (2H, d J 
= 8. 4 Hz) , 7. 95 (1H, dd, J = 8. 8Hz, 2. 4Hz), 8. 26 (1 
H, d, J = 2. 4Hz)o 
[0 3 9 3 ] 
IgB 

[0 3 9 4] 
lit 1 3 1 ] 




[0395] , 

1 h-NMR (4 0 OMH z, DMSO-de) S3. 94 (3H, s) , 7. 15 t 
1H d, J = 8. 8Hz), 7. 30 ( 1 H, d, J = 1 6. 6 Hz) , 7. 4 3(2 
H d) J = 8. 4 Hz) , 7. 43 (1H, d, J = 16. 6Hz), 7. 64 (2H 
, d, J = 8. 4 Hz) , 7. 88 (1H, dd, J = 8. 8Hz, 2. 1Hz), 8. 
2<)'(1H, d, J = 2. 1Hz), 12. 8 (s, 1H) . 
[0 3 9 6] 

ESI (LC/MS^/r^^-K) m/ z 2 8 9, 2 9 1 (M+H + ) ; 
|g] 4. 00^ (S»n-7^*5 7^©ifrl) o 
ZEl^M C 

frj_^^y- 3 _ [2- (4-^n7i^) fcf-/H ^>X7 5 KOi« 

[0 3 9 7] 
1 3 2 ] 




[0 3 9 8] 

mtiE# 2005-3012147 
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^-v : 75/ 



1 H — NMR (400 MHz, CDCls) 8 3. 92 (3H, s) , 7. 10 (1H 
d, J = 8. 8Hz), 7. 30 (1H, d, J = l 6. 2Hz), 7. 43 (2H, 
d, J = 8. 6Hz), 7. 43 (1H, d, J = 16. 2Hz), 7. 61 (2H, d 
J=8. 6Hz), 7. 83 (1H, dd, J = 8. 8Hz, 2. 0Hz), 7. 93 
(1H, brs), 8. 21 (1H, d, 1 = 2. 0Hz) o 
[0 3 9 9] 

ESI (LC/MS^yfO^-F) m/z 2 8 8, 2 9 0 (M + H + ) ; ##R# 
3. 4 8^ (*ait#?n7 f^?7^ 1 ) „ 

[**W2-2-8] 

3- [2- (4-?nn7x^jv) -tf~;v] -4-^^y-N-^f;v-^^^7 
? F (ft^ 2 - 2 - 8 ) <DMM 
[0 4 0 0] 
[It 1 3 3 ] 




,1-2-lIiG ^|B«©»aS^& ra»0»f^-C E-4-^h^~>-3- [2 

[0 4 0 1] T . 

1 H-NMR (2 7 0MHz, CDCls) S3. 02 (3H, d, J=4. 6Hz) 
3 92 (3H, s) , 6. 16 (1H, b s) , 6. 90 (1H, d, J = 8. 6H 
z) , 7. 12 (1H, d, J = 16. 1Hz) , 7. 32 (2H, d, J = 8. 6Hz 
) 7 4 0 ( 1 H, d, J = 16. 1Hz) , 7. 45 (2H, d, J = 8. 6Hz) 
,7. 65 (1H, dd, J = 8. 6Hz, 2. 3Hz), 8. 01 (1H, d, J = 2 

. 3 H z ) o 
[0 4 0 2] 

ESI (LC/MS*yr^^-K) ra/z 3 0 2 (M+H + ) ] i&WWm 3. 
3 1# (SS»^^^7^-<7)M3) o 

mmw2- 2 -9] _ 

3 _ [ 2 - (4 -^nu7;c-;v) -N-^f-;v-4-^ Kv-^/X7 

5 K {it^m 2 - 2 - 9 ) <7>»3t 
[0 4 0 3] 

m 1 3 4 1 




l - 2 - 2XSBCtiB«0»ai*iSi:ra«l©»^^E-4-> 3 - [2 

[0404] 

1 H-NMR (270 MHz, DMSO-de ) 5 1. 14 (3H, t, J-7 2H 
z) , 3. 30 (2H, dq, J = 7. 2Hz, 6. 9Hz) , 3. 91 (3H, s) , 
7. 11 (1H, d, J =8. 6Hz), 7. 27 (1H, d, J = l 6. 5 Hz), 7 
43 (1H, d, J = 8. 6Hz), 7. 44 (1H, d, J = 16. 5Hz), 7. 
44 (2H, d, J = 8. 6Hz), 7. 62 (2H, d, J = 8. 6Hz), 7. 8 0 
(1H, dd, J = 8. 6Hz, 2. 3Hz) , 8. 16 (1H, d, 1 = 2. 3Hz) 
, 8. 42 (1H, bt, J = 5. 3Hz)o 

ffifE#2 005-3012147 
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^-v: 76/ 



EsJaC/MSm^*-K)»/. 316, 318 (M+H+ ) ; «»» 

^ h+i/ -^X7 5 K «fc#»2-2-l 0) 
[0 4 0 6] 
lftl3 5] 




1 - 2 - 2 X® C H»«>*fl^ E - 4 - * h J v - 3 - C2 

^H-NMR (2 7 0MHz, DMSO-de) H 42-1 61 (4H, m) 
1 6 1-1. 8 0 (2 H, m) , 1. 8 0 - 1. 9 5 (2 H, m) 3 91 (3 H, 

s) 4. 2 1-4. 2 6 (1H, m) . 7. 10 (1H, d, J = 8. 8 H z) .7. 
oo MH d T = 16 5Hz) , 7. 43 (2H. d, J = 8. 5Hz) , 7 4 

8 (lH H 'd d 'jil6. 5Hz), 7. 63 (2H. d J-8. 5Hz) 7 81 
(1H, dd, J = 8. 8Hz, 2. 0Hz) , 8. 14 (1H. d, J-2. 0Hz) 

8. 2 1 (1 H, b d, J = 7. 2Hz) o 

' Es!aC/MS^f.^F) ffl /z 3 5 6, 3 5 8 (M + H+) ; ft** 

™! (Il^Ux,.) _ N -^nyn^-4-^^>- 
s<> XT 5 K (tt^W 2-2-11) <D$k& 
[0 4 0 9] 
Hb 1 3 6 ] 




iH-NMR (2 7 0MHz, DMSO-de) SO. 5 0- 0 6 2 ( 2 H . m) . 

0. 6 2 - 0. 7 8 (2 H, m) , 2. 7 4 - 2. 9 2 ( H, m) , 3. 9 1 (3H, 
v i a (i u d t=8 7Hz),7. 2 5 (1H, d, J = l 6. 5 Hz 

) S) V 43 ( H d jil 6 5Hz) , 7. 44 (2H, d, J = 8. 6Hz) 
V 6 2 (2H d J = 8 6 Hz) , 7 . 7 8 ( 1 H , d d , J = 8 . 7 H z , 2 
2 H z ) , 8 1 2 ' ( 1 H , d , J = 2 . 2Hz) , 8. 37 (1H. bd, J-4. 

0 H z ) o 

isiaC/MSm-f^-FJm/. 3 2 8, 3 3 0 (M+H+) ; «** 

mum 2-2-12] 

miE#2 005-3012147 
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^-v: 77/ 



3 _ [ 2 - (4-^0071-^) -e~;V] 
fjV-T-DfiV) -^XT$K (M2-2-12) <a*H£ 
[0 4 12] 
[it 1 3 7 ] 



£jfcffll 1 - 2 - 2 IS C KiE«?)M^& Htt«>lfcffc-C E-4-J*h*~>-3- [2 



1 H-NMR (2 7 0MHz, CDsOD) 50. 98 (3H, t, J = 6. 6Hz) 
1. 48-1. 80 (2 H, m) , 3. 37 (3 H, s) , 3. 40-3. 56 (2 H 
, m) , 3. 94 (3H, s) , 4. 11-4. 25 (1H, m), 7. 05 (1H, d 
, J = 8. 6 Hz) , 7. 22 (1H, d, J = l 6. 7Hz), 7. 33 (2H, d, 
J = 8. 5Hz), 7. 46 (1H, d, J = 16. 7Hz) , 7. 51 (2H, d, J 
= 8. 5Hz), 7. 78 (1H, dd, J=8. 6Hz, 2. 3Hz), 8. 13 (1 
H, d, J = 2 . 3Hz)o 
[0414] 

ESI (LC/MS^'f'f^-F) m/z 3 7 4, 3 7 6 (M+H + ) ; 
m 4. 0 25- CmMWLfc? u-ryyvy-i -(DM^ 3 ) o 

mmm 2-2-13] 

3 _ [2 - (4-70071^) -e-;V] — N — [2- 
) _ 4 _^ h^y-^yX7§ K (M2-2-13) <DWU& 

[0 4 15] 
[ft 1 3 8 ] 



$mm i-2-2igc Kmmomm^ t mm^rn^ e - 4 - ^ h * -> - 3 - [2 

- (4-^nn7^-;v) tf-;v] Mfit2- (2-T5 7^h^» 

1 h-NMR (2 7 OMH z, CD30D) 5 3. 54-3. 73 (8H, m), 3. 
95 (3H, s), 7. 06 (1H, d, J = 8. 8Hz), 7. 23 ( 1 H, d, J = 
16 8Hz) , 7. 34 (2H, d, J = 8. 2Hz), 7. 46 (1H, d, J = l 
6. 8Hz) , 7. 53 (2H, d, J = 8. 2Hz), 7. 78 (1H, dd, J = 8 
. 8Hz, 2. 1Hz), 8. 13 (1H, d, J = 2. 1Hz). 
[04 1 6 ] 

ESI (LC/MS*yf^^F) m/z 3 7 6, 3 7 8 (M+H + ) ; 1£#H# 
m 3 . 3 7 (mm®.®-? nv^^7^ 3 ) o 

l%mW2- 2-14] 

4 _7nt-3 - [2- (4-^on7x-jV) -tf-;v] -^X7 5 K (ft^% 2 
-2-14) (OMM 




[0 4 13] 




[0 4 17] 
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^-v: 78/ 




X@A 

[0 4 18] 
[ffcHO] 




mmm 2-2-1 a Kmrnowtatfrm t mm^m^, 4-^n^>-»w* 

[0419] 

ESI (LC/MS*y'rO^-F) 3 5 1, 3 5 3 (M+H + ) ; Vk&Wm : 4 . 
ISB 

4 -y u ^ - 3 - [2- (4-^DD7x^) - tf~;V] -$Ifl«II 
[0 4 2 0] 
[4fc 1 4 1 ] 




mmm 2-2-1 x®bib«co^^ t ra^s^-c, xs a hti±4- 

[0 4 2 1 ] 

1 H-NMR (2 7 0MHz, DMSO-de) §7. 37 (1H, d, 16. 2Hz 
) 7. 45 (1H, d, J = 16. 2Hz) , 7. 48 (2H, d, J = 8. 6Hz) 
,7. 72 (2H, d, J = 8. 6Hz) , 7. 76-7. 84 (2H, m), 8. 32 
'(1H, d, J = 2. 0Hz), 13. 32 (1H, bs)o 
[0 4 2 2] 

ZCfM C 

4 _y n ^_ 3 - [2- (4-^n7x-]V) -^>X7U' {tt&®2 

- 2 - 1 4) <DpM 
[0 4 2 3 ] 
[ftl4 2] 
Br. 




mmm 2-2-nsc ^tm^m^um t Ri©s#t, is b t» <b ntz 4 - 

^_ 3 _ [ 2 - (4-^oo7x-^) fc-S-JftLfco 
[0 4 2 4] 
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^-v: 79/ 



1 H-NMR (4 0 OMH z, CDs OD) 57. 2 6 (1 H, d, 16. 1 H z) , 
7 39 (2 H, d, J = 8. 8Hz), 7. 50 (1 H, d, J = 1 6. 1 Hz) , 7 
. 59 (2H, d, J = 8. 8Hz), 7. 65 (1H, dd, J = 8. 3Hz, 1. 9 
Hz), 7. 72 (1H, d, J=8. 3Hz), 8. 27 (1H, d, J = l. 9Hz 

) o 

[ 0 4 2 5 1 

ESI (LC/MS^t-f^-K) 3 3 6, 3 3 8 (M+H + ) ;§^3. 7 
8^ (iliWn-7^7 7^«l) o 

3M2-"(4-Joo7x^) -^-4-y7M^75K (M»2-2 

-15) £>®il 
[0 4 2 6] 
Htl4 3] 



21 




r , a _ ! _ ! xfiD i:ifltott^tt t mn<Dmfr^ mmm 2 - 2 - 1 4 

*Lfc4 -T'n^e- 3 - [2- (4-^nn^^-;v) -lf^>U] -^>X7$K*5»^i 
[0 4 2 7] 

1 H-NMR (270 MHz, DMSO-de ) 57. 42 (1H, d, 16. 4Hz 
) 7 52 (2 H, d, J = 8. 4Hz), 7. 6 4 (1 H, d, J = 1 6. 4Hz) 
7 71 (2H, d, J = 8. 4Hz) , 7. 76 (1H, bs) , 7. 89 (1H, 
'dd, J = 8. 3Hz, 1. 3Hz), 7. 97 (1H, d, J = 8. 3Hz), 8. 2 
8 (1H, b s) , 8. 4 5 (1H, d, J = l. 3Hz) o 

ES I ac/MS*yf-f7t-F) 3 2 4, 3 2 6 (M+H + ) ; ft&W M 3 . 4 
4 55- (ilS^M^ n-7h^77^-«l) o 

i±DMS0 T »J*f*fL Ca 2+ , Mg 2 + *9 ^M©^S^7X^50^^ L 
-?-coiO £i 1^967t^V- b Kfr&Lfco H>$v^f»Jfllfl*lfeIl (Human umbilica 
1 vein endothelial cell; HUVEC. Cloneticstti «9»X) tt, PRMI1640J&*^10X^I&iB 
JfiLit, 30«g/mL tffi^«Kf»ll> 50^g/mL ><D»^*^T 
H H»«*Calu-6t;i, MEMi^;i0%^fl6»Vt. 0.1 mM #-M7 5 7S, 1 mM H 

o o oi@offl»t^^> x 7 \z&M&mm%L<oi9o p l ^mm/kmmwkb.-zrv- \ k 

ft&L 37°C 5% »7^>^^-^-i:^iU:o 72H#ffi?£, 20 ^ L OWST-l 
(Roche Diagnostics^) ^#^x;H:ij]nL, 2B#M*&«!*U 450 nm©lft:3fe*(*MMfe 

ft : 650 nm)*«5feLfco #mit4tmmma*>*tmK*tL. w*i£*mman*>tom**. 

*Mfcffe^W<05O%i«!»lfi#«jK (ICeoflt) SrJftBLfco 
[0 4 2 9] 

CM LT, HUVEC. Calu-60IC6 o«**l ^^1"o 

[0 4 3 0] 
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^-v : 80/ 



[^1 - 1] 



^1. 50S!ti5iPl*ylS (IC50M) / MM 



1u pi -f^l 




Calu-6 

V' CI 1 LI 


1 — 1 — 1 


9 9 7 
Z. Z 1 




1 — 2 — 1 


9 /in 

Z« 4U 


no 


-1 O 1 

1 — 3—1 


u. 1 y 


/0 U 


1 — 6 — Z 


n 1 c; 


/0\J 


1 — 3 — 5 


n 1 /i 


/OU 


IOC 

1 3 D 


n 9 a 
U , Z4 


/OU 


1 — o — / 


U, Zo 


/<JU 


"1 o o 


U. 00 


/OU 


1 — 3 — 10 


n 7 ft 


/0 U 


1 — 3 — 12 


9 £A 
Z. D4 




1—3—1 6 


>1 ft C\ 


/o u 


1 — 3—1 ( 


1 9fi 
1 . ZU 


/£ 3 


1—3—1 8 


1 9 C 
I . Zo 


\ c n 

/OU 


1 — 3 — 2 1 


0. iU 


/OU 


1—3—23 


9 OC 

Z. 00 


/DU 


-1 O O A 

1—3—24 


£ 1 Q 

o. 1 y 


/OU 


X O O c/ 


2 36 


>25 


1-3-41 


0.04 


>50 


1-3-45 


0. 05 


>50 


2-1-1 


0. 17 


MOO 
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81/ 



mi -2] 



2-2-1 


3.35 


>50 


2-2-2 


2.27 


>50 


2-2-9 


1.41 


>25 



v $ v^iitffifeis (huvec) u x n ^mmmmm^^ir^ 0 

Mif^iiJ^^ ? > (KURABOm) ^^K20^M^m^^^«L, 37 C, 5% 
^^^J^^ttJIgLfc,, llBW^*^ ttiffiftfe** >CD31lfefeJ3 (KU 

rabo^) *m^xjim^i^fzmm*m&^ 0 mmmrf. w« 
bs * ioo% l , mm^mmu t> x ;v o pi#^% wi^o 

[0 4 3 1 ] 
[0 4 3 2] 
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^-v! 82/ 



[«2] 

m.2. mmmmm^ 



1C ca 133 


a YEc»y \ /0 > 


1-1 -1 


43 


1 -2-1 


68 


1-3-5 


91 


1 -3 — 6 


46 


1 —3-7 


67 


1 -3—10 


46 


1 -3—12 


27 


1 -3-16 


80 


1 -3-17 


80 


1 -3-18 


29 


1 -3-21 


71 


1 -3-23 


27 


1 —3-24 


28 


1 -3 — 39 


20 


1 -3-41 


82 


1 -3-45 


31 


2—1 —1 


93 


2 — 2 — 1 


60 


2-2-2 


77 


2-2-9 


79 



[0 4 3 3 ] 

[«f!lB-3] 
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^-v I 83/E 



alb/c^ - V-r ? X*mW&T tlSL/; 0 ffi«#^f 7^200-250 mm 3 K&Lfcfc § J: <9 , 

wskik&to* ib m, num. tPS4L^ 0 ma&tf3*w\ tt/6 x x fefixffs) 
^tt^^T^tBL, mmmmmmw, ttmwvmmwmzM-r z&mt&ytj&^&n 

[0 4 3 4] 

^^^co^b^^^t^Mi: L-C, <b^-tJ 1-1-1 CO600 mg/kg^-^T^M^li5fiia 

«^ i±82%t? * o ?t o stMssftm k * %> mmimmkis <t ( % ) * m 1 k 

[0 4 3 5 ] 

N lU 1 - B K^i" X -) ft&m 1-1-1 i £ t ^ ©MI^> -€-?M«14fJt 

[*If!B-4] 

t: hJ§fi»J3&*Calu-6O5.0 x 10 6 l@£Jtt14Balb/c* - Fv^^^IKTtitL, 
M*#»^200 ~ 250 mm 3 K 31 L B# * £ «9 > * 1 B 1 HI > 1 1 H IW , B □ L 

o ft«#^<b24l$F*m. 9«SffiJfc£#ifflU M-»S#^4 5 ^:^*J*$2~3 m 

mOfil&Jfi LT0.C.T. Compounders, W-ffiUMM^t Lfc 0 SRifeiaJJt £fFJ& U ift^ 
^^CD31$L#:*fflv^^3Sa^KJ#^^i ^ tt*&*ifc*OjfiLW fclfefeLfco fimttT 
, ^feti^M, Mft^r^^i: LtMU Image Pro (Promega) KT&rfeS KiztiL 

o 

[0 4 3 6 ] 

^l§H^cofi:^-%if<7)'ft^fa^MLT, -eoeoo mg/kg&#T~oM««F t 3ifti.l : ^^M; 

^^{±44%tr$)o/io 
[0 4 3 7] 
[313] 

£3. M^MF^JfllMm^^^ 





mom (%) 


l-i-i 


44 



[0 4 3 8] 

[nu ^§iHjco^%*6 o omg/k g*^v xfc&^vtzmommmmm^ 



mtl# 2005-3012147 
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1/E 



mm 



t 

E, 

m 




it^m - 1 -1 (600 mg/kg) 



dm 1 1 



20 

10 ^ 

0 
-10 
-20 



(B) 



4 8 



12 
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l/E 



*»9Jfc ^ (ID 

[fti] 



o 

K4>> Ai liC-Xi ifcl±N"C*ij ; 
Qi tt, -Aa -A 3 -> ^L<t±-0-, -S-Sfctt-N (Ri o ) —frhmRZ 
iv&^rum^-e&t) ;Q2li, -A 4 =A 5 -> & L< (±-0-^ -S-ttiit-H ( 
Rio) -^fea^^iiS^-rnM^t?* >5 ; fc/JU Qi isit^Qa ^IWlBf^^xnJE 
^i:>5:;&£iU;J:fc< ; Ai tiC-Xi t:fcl±N-e*«3, A 2 J±C-X 2 £fcttN-C*»K 
As 5±C-X 3 iSfctfN A 4 liC-X 4 2 t± N "C * *K As liC-Xs i Sfcli 

Nt?*«3 ; y« n Ci - e t;v^;k c 3 - 9 ^nrM^, c 2 - 7 t^-jk c 

2 _ 7 r;vJr-;K Ci - 6 7;V3^'A C 2 - 7 T;V^-;V^^v, C 2 - 7 T;^- 

6 7;i^;K Cs - 9 y?n7M^Sf;!±-NRi R 2 &fc*-C&<9 ; L I 
[ft 21 




Y- 
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1/E 



12 0 0 3-434565 



m m a 



m 



1 . 0 

[fllS] 

ft £ 



[00000331 1] 
1990^ 9B 5 a 



3*OKMK^|fg 5Ti 5#1# 
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